<19>B*BfftfJr (JP) 02) & HH ^ fft £fc Wi (A) (IDWiWlUHaM*^ 

#^§2003-292485 
(P2003 -292485A) 
(43)^K5 ¥J$15*£10/! 155(2003. 10. 15) 



(51)IntCl. ? 
C 0 7 D 277/52 
A6 1K 31/426 
31/427 
31/428 
31/433 



(21) fflR#*f 4$Jg2002-98332(P2002-98332) 

(22) EiigiB ¥*S14^4 ^ 10 (2002. 4. 1) 



(54) \5mo&m X;^>T^Hil«^ 

(57) imm] 

mm] t h&jK^^-r/w* (Hiv) &a*mfem 

yy*-fcue^t6ft^», Hlt>. ^*>7^ K 



f-73-r(##) 

4C0 3 6 
4C0 5 0 
4C0 6 3 
4C065 
4C0 8 6 
OL (± 52 JO JUtXttK 



(7DHJHA 000006677 

S0£ffi**K H 2 T B 3 #1 1* 

(71)fflKA 592198703 

^Sffi«ffiE^SHTBl7# i n 

mm^<tiim&&G: 21 m^iai 

(74)f$SA 100089200 



■me* f 1 

C 0 7 D 277/52 
A6 IK 31/426 
31/427 
31/428 
31/433 



(2) 



4#B8 2003-292485 



[«flFfll*0>«H] 

[Kt*Jll] — f&S; (I' ) -C-^Stt5^/w*>T5 
R 2 , 

* U>--C0NHz Xfi-iSar ^^r U^-0C0NH2 s 

R 2 : a^-fi^, bJ&s**S^tf>fc#, -B N 

^T/l-= a rU^-C0NH2X^- ; Ig:^r/^^r^>'-0C0NH2 ; 
X : OX US. 

a : aaiSixT^Tt J:vvr y -/iou*«»s*lt^t 
b : B&savc^-ct £^m.m^*m 0 

{I.U * (I ' ) fc*5^T. 
[<L2] 




4) R2jftS^/K R 3 riM?vK 5-O n R 4 #Htf>£# N A 

5) R 2 #:x^vK R 3 j&Sp*^vK to, R«j&S2-:/n fcT/KO 

6) R 2 ^m^/K R 3 /5>y^/K 5_o x R 4 ^tert-^^/P 
CO^#x A^ x 4<flW^i&Sy^vK ^poR^d^^ 

7) R 2 &tflt 3 i6 5 yfvK E.O x R^tert-T/^vMD^ 
10 A£S3-~ Vv? ^-frSkfWft&m, 

8) RZj&sCBzCHzClXfttHzCHzOIk R 3 ^5vK JLo N R 4 

9) R^S-O'vvK R 3 dM^/K R 4 #H. * 

1 0) R 2 *Sp«^/K R 3 ^tert-^^/K E.o N R 4 7^ n 

n A^4-^^/U^^^/^^<7)^^ 

1 1) R'^H. R 3 ^^^/^ j_o x R 4 ^tert-^/UOt 

20 /K 3- — h P7x^Xli4-yn : t7x^M^|^ 

12) R'^H, R 3 dS^^/K IO, R 4 ^2-/p fc°/W£>£ 
Ad57a:n/K 4-^nDr7^^/WX»i4-7<^/^^^ 

1 3) R^^^/K R 3 /^^/k R 4 ^tert-^^ 

it&Vo. XT*. 

14) R^H, R 3 #M^/K l.o, R^COzEt A 
30 [St«3S2] — «it (I) T^^5^y7^K 

[ft 3] 



R 3 &tfR 4 fi_lilSB r©&£*vO>Tt> cfcv^a^ 

1) R 2 ^^#«Ev R 3 ^^^/K A**. 4&<Dfr& 

2) R 2 &tfR 3 3M^/K io, R 4 ^H, 2-ypt>X(it 
ert-^^/KD^#. A^ s 4fiW^no, ^ ^/U, N 
H2 RI/NHC0CH3 ibiltR S ft 6 St'fS cFixT^T 1> J: 

3) R 2 XTH 3 *M^K lo, R 4 ^c 5 T/U=3r/KO^#> 
A^. 4i4^d^^Rt/N02^bil«$ft5SX-g^ 



40 ^ ^-*fli}M£^T-fc 9 te^H~m^T*fc 5 , 

R 1 : a^-S^. lo x b^f^(^t#, ^#«E ; a 

u>-oh. -fia7/^uy-^fpl, -fii7/^i/y 

-C02H X -fiftr/W^rUV-COz-iSRT^^/K -fi^7/U 

U V-CONH2 Xfl-e^T/^^r U ^-OCONHz , 
R 2 : atf-m&&. £0, b^^^(7)^# x -B. -te® 
50 T/^/K -^ciyvxg^^n/c<£®r/U^r/K -{£& 



(3) 



4$BH 2003-292485 



ar/^^rU^-C0NH2Xtt-ffiaT/W^lx^-0C0Nfl2 ; a# 
X: OX US, 

fiU R'J^H. _B_oB^4-;^/U-5-(2-:/n t°/W)^T^ 

[000 1] 
[0 0 0 2] 

[fi£5fc<£>&$r] t Yfti£7F>^4 (Human Immunode 

ficiency Virus: HIV) «3^ffi*«^^£fil» (AID 
S) <^J®i!>^^t*fc^ *x/W«— Ty W*£fc^<OCD4 

s*ttv^«HivjBf±. a»*a?e^*iRa*i!i (nrt 
i) . &mmm&te^mmmmm mm) R^y^^T 

-<a*!g (PI) ©3Wc*giJS*L. NRTI£LTf*6« 
S (v^K^y (AZT) , v^/ (ddl) . UvUv'* 

(ddc) % (3TO . f^y^y (d4 

T) . T^^tVU (ABC) ) , NNRTlt (^ 
1*91^ (NVH) , X7r^^^ (EFV) x 7^9 
>- (DLV) ) % ?lhlsXte6Wm W A* (ID 

v) . tr^tvu (sqv) . y h-j-tr/u (RTV) s 

j-f-t'/U (NFV) % T^Xs-TViV (APV) x Dt'ttVu 

• y h-t-tr^E'&aJ (lpv/rtv) ) ^^titv>5o 
i64^ AIDSlwJ:65Et:^tAIDSBIit0fta«ft^®S 

#-^J0fJ8^?£ (highly active ant i retroviral therap 



y : HAART) 3*1/C^S. HAABTfl. NRTI 2 

#J£PI 1#K *>St^flNRTI 2#1£NNRTI mm<om.&& 

Tl^ffiTS^ SigE^SrSflHSU »'>LfcCD4S:m* 
liJOS**:: L*>U HAARKD^SA 

*5&Xtt. NRTI 2#J£NNRTI (*-CfcEFV)tf> 
10 m^ J ^i:^^n[p]^^cfi^S^$nT#TV^>5o EFVttl P 1 
0^(600 mg)T*S< x T Kb r^^o^&triJ: 

**>tiJSL 38*. ■ ft**!**. ^FIR«co9IfPffl*s*>9, 

IESiJWttl>-f/^*saiS.bil<. MVM<, TK 
fc T 9 5NNRTI^M^^S^^T^6o 
K#<aNNRTIiHtt#l-a * /u^JSSSr^-rNNRTIdS l ^ < 
o^ig$tltV>5c tftfX-tf. W096/10019^tt. S x S 

20 y—^mUWft. W000/27825^^ s 2fiH7!i-^T^ 
sm*^rtZ>f}) SS^BMMMS, W001 /17982 Kifi, 2 
fitted /W<^-f/U^ h^i/KSrttS^i^ hy 

[0 0 0 3] ^;wty7; K»£»ft:fc LX*i#<«)fl:^ 
•#*«S*bT^5aK TSB— (11) trio 

[flS4] 

1) R^IHWE. Hl*>. a^ll^lob^^tfc 
*1^-T^fe365 x 2) R 2 as#^R£. gp*>, a*sJW6 

[0 0 0 4] 

40 imi ] 
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[000 6] m^<D*5^te£XT<Dmti£$:&-f £0 Cmp 
d : fl:^»#-f§\ Lit : mA (a— nl*TSE#H8) . Me : * 
Et : ac^vK iPr : 2-/pfcVK tBu : tert-:/^ 
/K Ac : Tlr^vK Ph : :7;n~/U 0 £fc. B&X<7)ifJ<£> 
S^ttBftttB^U 0H*.fi4-Cl-Phli4-* dd7x 

a:Khim. Geterotsikl. Soedin. (1967), (1), 153-4; 
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b : Khim. Geterotsikl. Soedin. (1967), (1), 154-7 ; 
c : Khim. Geterotsikl. Soedin. (1969). (1), 56-8 ; 
d:J. Am. Chem. Soc. (1974), 96(12), 3973-8 ; 
e:J. Chem. Soc, Perk in Trans. 1 (1980), (8), 177 
3-8 ; 

f : *H»WUS3097201^« ; 

g : ChemDiv, Incf±(*H) KjE^ * p ^No. 1613-0032 ; 
h : Oak Samples Ltd*r_(* * 7 >f -t-)s*5£# * * ^: (1)N 
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O.CD13444K (2) No.CD134440. (3)No.CD050023. (4)No. 
CD050044. (5)No.CD050039. (6)No.CDl23533. (7)No.CD 
050006 ; 

j : Florida Center for Heterocyclic Compounds, Uni 
v. of Florida (^g)^m^^D^ : (l)No. 23765. (2)N 
o. 23769. (3) No. 23764. (4) No. 20478. (5) No. 20479. 
(6) No. 15722. (7)No. 20480 ; 

k: The Ukrainian State Chemical -Technology Univers 
i ty ( * ^ 7 -( -t) WIS* * o ^ ( 1) No . USCTU G004846. 
(2)No.USCTU GRB07005 ; 

m: AsInEx Ltd?±(u *>T) % $ o ^(1) No.BAS0458427. 
(2)No.BAS0458426. (3) No.BAS0458431 ; 
n : Chem. Abstr. 57, 3567g 

±ISOrt. n (Chem. Abstr. 57, 3567g) {Zte^mt&Vo 
[0 0 0 7] 

*mmx$ z>MKn<Dfflm>mm£thx\,^z> 0 

[0 0 0 8] 

mm*M®:-rz>tcfr<n^m sen* 
s^/^yr-; K&y & 

ft 0 BP*>. *55MJcj:ixtf. TE-«* (i) -c^Sft 

(I) J ) Xf±-tcO«i||¥WlcflF*Six5 

Jg. Wi::nwiaxii2iait*a0i: u 

[0 0 0 9] 
Ut5] 

[*+^IE#*iKT«>**«:*ri-6. 

io, b^-fiiB^^#. -H. -ffiftr/i'* 

(ftST/l^K -(gaT/^L'V'-CHO. -{gaT/l^ l/V 
-COzH. -fiar/u^rUV-COz-fiiRr/V'^K -»7;u 
UV--C0NH2 Xfl-iSar/^ i^-OCONBz . 



R 2 :a^ll^ lo, b**lWS*<0fcS, -H. -ffift 
T/u^UV-OH. -W/^l^y-^rPi, -«7/u 

ap- u ttrt^Tt J: v^y—/K -tS7;^u 

^-O-iSiRT/u^/K -fcMCTJV* uv-CHO. -fi»7/U 
^U^-COzH. -IgaT/^U^-COz-lgaT/^/K -IS 
®C7)V* U>'-C0NH2Xli-'B:jRT^arU'V-0C0NH2 ; art* 

X : OX US. 

10 A : m^^fuT^T^ £\<^T V —^X&m®:£tlX\<^X 

i>£\t^y L vT y — /K 

{B.U R'^H. M^4- ^ f /1--5 - hVi^) f 7 ^ 

— ;w-2-f;Wi:#> /^X fi4 - ^ f-/^ y^=^/u 

-e*>S{fr&»«:»<. KTWft, 3 
[0 0 10] #3891 tt* A (I) tc£^a£*t5T 




R 1 : a^-fijfg^. J.O. baMttS**>fct. &frt£;a 
E.o. b^^S^O^#. -H. -i&aT/u*- 
/K -AP^yT'tjS^nfcI^7/^;K -ffiftr/i'* 
30 uv-oh. -fijS7/v^-i/y-^foi, -H7/^yy 

|S^7/V^r/K -^ar/U^rU^-CHO. -ffijfeTVV-apU^ 
. -COzH. -iSar^^rU^-COz-^gaT/W^r/U. -it7/V 
* UV-CONHa XH-K7/W^ UV-OCONHz . 
R 2 : a)5'Cl^, &o. bj^ig-&co£#. -H. 

t/u^t/k -s^v>y^xmt%:£titii&®LT/i'*c/^ -<ga 
^-o-<gar/w^r/u. -{gar/i^u^-cHo. -{gar/^ 

40 ^rUV-COzH. -{gaT/l-^rU^-COz-igar/U^/K -{g 
ar^^rl^^-CONHzXtl-igar/uarU^-OCONHz ; art* 

J.o. b^-fijgr£o£#. ##«E. 
X : OXfiS. 

A : e^^ttT^Xt>J:^^Ty — ^Xfig^^^T^X 

B : i^^tlt^ttxtV^I^rnlp 
{B U 5t (I ' ) K*5^T. 
lit 7] 
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R 3 &tfR 4 fi±!£B r«»$*LTVNTfcJ:vv£2 

1) R 2 /^#fffi. R 3 *M?vK lo, A*K 4fflr^^.dS 

2) R2Jtt*R 3 #;*?vK R 4 #H X 2-^Pt>X(it 
Hz & NHCOCHa j&* & iitR S 6 St't^ ZtlX^XhX 

3) R 2 &tfR 3 #>^/K 5_o x R 4 ^CsT/^/KOt 

Ad* H 4 $L<Dfy& * ^vu&tfNOz h WIR £ ft 5 gT-ffift 
£ ftT ^ X t> <£ I ^7 ^ <D\\L^m, 

4) R2^5ji^/K R 3 j6^?vK J.o s R 4 mt^s A 
*5 , 4 #L<Dfyfr * ^/URt/NHCOCHs bM&L S ft <5 St' 

£ ftT V t J: 1/ ^7 ^ —/is£l?\><D4k&yo. 

5) R2^m^ /K R^M^/K £o x R 4 ^2-^ntVKD 

6) R 2 j&S:*^/K R3^y^/u x lo, R 4 ^tert-y^/l- 
<D£#. Aj65 x 4ftco^M^/K ^ * u&tf :/cr Art* 
& 3K £ ft* St'Si £ftfc:7a, ->vw&<r>\Y&m. 

7) R 2 &tfR 3 /6M^/K J_o x R 4 ^tert-^/KO ^ 
# , A^3-=hD7x -frSktVOtt&m. 

8) R 2 ^CH2CH2ClXf«H2CHzOH. R 3 j&M?vK -B-^ R 4 

9) R^^^vvK R s *S>^vK £o N R 4 # 5 H X 
Xli^^T ^ y <D t # x A#4- ^ ^-/^y ^-/M^W 

10) P #7*^71% R 3 ^tert-^^/K R 4 ri^ u 
1 1) R'^H. R 3 ^^/K JLo. R 4 dStert-^^KDi: 
/K 3-— ho7 x^X(i4-^D : e7 ^~/l-£X?\~<7>ik& 
12) R>^H. R 3 j&M^vK R«#2-:/n fcT/K&£ 

1 3) R'i^^vK Pj&S^/K IO, R 4 ^tert-^^ 
/^X^2^cibVwco^# x ArtM-^ oo7x^;W(D 

14) R l #H x R 3 ^5^^/K fl.o. R 4 ^C02Et(O^#. A 

[ooinn, *(D, ( i * ) 2&t£ (id 

^I25£ (in) fc*5tt*jSj|"e. r a as-fij#g\ 5.0. 



UtB] 



G 




T >=N- Xtt T 

10 ^Xfc«9. R 2 ^^ff^E(D<l:# N a bfi~ 
[0 0 12] 

fct). »*u<ttCi-6 om^y, j:t)$f^b<iic 
Mattel-* <or/^^^(D^n<o\±m.\^\u^kAL<D 

F x CU BrRt/l^^b. »*U<li. ClRt^BrT-fc 
L<^> l~5<!OF^r^-r6Ci-2 ^7/U^/K*$>(3, 

p7/V^/Hj fct, »*L<flK*»37IrSl 4fi^-> 
40 ^P7;^STfc^ as«*tt-CU>TtJ:v\ i5» 

^Ri;7^>f^Sffc5o rry-^j tt. 

•9, H{C#^L<fi. 7x^uStfc5o ^fc. 7x = 
tf. >fy^;^lif h^t: Kot7^1$:MLT 

[0013] KfD7y-/H ua^^tt 

50 0. SRlflM^SRiSfrS— 7 t oflC^Srl»S4a** 
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-r^>s7bms^<D^m^^y"^r y — ^s^u — 
/k t'y t B 7^^K ^y/u\ ^^~/k t° 

py/K aMMfs/y/K -fy^rt/y/K ttWTS 

y/K fr/y/K fr^r/y/K -r^^vy/K h 
yr/y/K ^h^yy^K ^<^v^ 
^-/k -ov^-tf-yy /k y/K 
y/fr/y/K ^yy=/K y~/K ^y^rif 
y-/K y^/pfif^jf t>^5o r^dgti t 
tt, SB^irbTO. S2ltWi3&*6aR**t5^oJIIC^ 

n N ey^/K t a yy^;K ey^v?-/K 
/k ^y/K ^3i=/K t'oy/K **+v r y^ >ry 
^MJ-yy/K ^i^ryy/K fr/y/K ^r^r 
yy/K -f^^yy/K hyr/y/K rh7/y/K 

/k %#*S))^ ^y/fr/y/K ^;y^ 
/k ^rt/y=/K *y**y=/K *>yyy^K tr 
n y ^^./u^co— x ory — /k v? t k o t° y v~vk ^ 

t Kpfoy/K i?t KPt^t/y /K S^fc Kpf7 

yy/K Kp^^^/y/K t^y^/K ^e/u*y 
~/k e^v^/K ey/y^/K *f^^vy^= 

/K fc°^<7 v*— /K 7h7k KP77-/K fh7 

t*~>^ n[3.2.1]^*>-3->1'/K 9-TlFtr->* n [3. 
3.1]/ /K 3-nFfcr->*n [3.2.1]:*-** V-6 
-*f/K 7- Tift* n [2.2. \ \^<f^ 2-T 
if hy 5/*o[3.3.1.1 3 - 7 ]^ >-4->f /K l-Tift'V 
* n[2.2.2]*-** V-2-^f/K 1-Tif fc'v'* o [ 2. 2.2] 
^-^^>-3-^/K l-7f f~>* p [2.2.2];*-** V-4- 
-f/K 3-Tif* t°n[5.5] ^yr^y-9--f 2-rU 8 * 
h'n[4.5]fi; 2-Tif;* t'n [4.4] J *fls-7- 

^/^U ? 8-Tif^fc°n[4.5]x^>'-2-^/^Ot&ftlXfi 

yv*;K ^r/y/K ^-^yy/K f7/y/K 
f7/y /n^y ix/K v^t Kp^t/y/K v?t kp 
f7/y/K v J tKp^//fryy/Wfh7t k 
p^y/f7/y/ui?T^5 0 
[ooi4] r^M?^ pSJ t LTH WE 
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^TPg^S*t5 0 ff*U<tts t^rtyy/K ^T 

/y;K ^y^/y/n^y^/K ^tFntW 

y/K i/hKpfT/y/K 5?tKo^f7/S/i' 
Mrh7t KP^^/f7^y/>S^^ JEl-S 1 
£L<te. f7/y/WR^t Kof7/y/H-Cfc 

[0015] rs^§^r^Tt>J:v^r y-/H xte 

So 

Gl : ffiar/l^/K mkT/^^s teaT/U*-/K 
/Npyy, ^NnyvT-^^^fcig:j&r/i-^K OH, 0- 

o«7/v^yy-7y-/K sh. s-M7/^/k n 

Oz N NHz. NH-<&aTA-3r/K N({£^T/V-^/U)2 % NH-CO- 
20 687/1/^ N(ffiar/i'*/iO-CO-ffiar/i'*/K NH- 
C0 2 -iS/y^/K N(«7;^/H -CO2 /P* 

/U^r/W, 0-CO-ffi^T/l-^r/K O-CONH2 , CO2H. C02-{£® 
T/W^r/i-, CN X CONH2 x CONH-ffiiRT/l'*/K CON({£0T 
/U^r/^) 2> CH0 X C=N0H N C=N-0-CO-{g;^r /U^/V-. C=NNH 
2, NHCO-iS^T/^/K NHCO-ffiftTVMF-UV-T y — 
/K NflC0-{£a7^^rUy-^rP^, NHCO-T y — /K N 
HCO-^T^n^. {£^T/u^U>-C02H, 1£g7^uy- 
COz-'Ki&T/^/K {£^T/U^rU^-C0NH2. {£^T/^^ 
30 UV-CN. ffi^T/l-^rU^-OH, {£^T/l-^r U>-Ns . 

^7^yy-7y-/K i®7/^i^y-^7Pi, e 
^r/i-^^ u>-co 2 fiS7/^^ u>-co 2 -ear ^ 

^r/K {&ar/W^r^UV-C0NH2. fi|7^^L/y-C 

n x ffift7/v^r^i/y-0H, «7/^-uy-7y- 
/K isar/i-^— uv-.^^Pia. ry-/K — 
ai. co-ry— /k co-— tpi, o-ry— /k o-— 

a. O-i07/^l/V-CO2H v O-fiiRr/U^rU^-COz-ffi 
•7^^ 0-{&mr/U=3rUV-CONH2. b-l&MCT fr*^ 

v-coNH-igiRr/^^/w, o-ear/i-^^^-coNcear 

40 /U^f/W) 2 . O-iSar/P^UV'-CONH-fSar/W^rUV-O 

h x o-g^7/v^uy-co-^fpf, o-fif7/u^yy- 
^7 pSRtfo-ffia7;u^r uy-CNo r^tc. ry-/u 

ar/i-^r/^jbii^^ttei'-s^^s-ea^^ttT^T 

M7^^-/i', i^7/u^r^/K AP^y, ^nyy 
T-B&£;ftfc<&&T/u^/K OH. 0-fiS7;^;K 0-fi 
»7;^i/y-7y-/K NO2, NH2. NH-{gar/i-^/K 
O-CONH2. CN. CONH2 > CONH-i£^T/i-^r/V-. coN({&ar 
50 /U^-/U)2. CHO. C=N0H. fiftr/U^r U-V-CN. M7/U 
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rol, 7iJ-/W^f p^ 3EK»*L<tt. 
T/i^/K {g;i&T/K!r— /K ^a^/, OH, O-te^T/i" 
^r/K NOz, NH2, O-CONHz. CN&TKONH2 7^^JR£*lS 

[0016] TO^tt^t)j:^tii^7Pij 
mz&-rzm<&. ^tibnm-xitti^&teox^x 

G2:©&T/W^/K <g;0T/l^u:/-OfU ^p^^ 0 

H. O-igi&T/i^/K o-M7;^uy-7!)-;K CO 

2 H. C02-{£^T/U^r/K CN, CONHa. CONH-{£0T/l^ 
/K CON(ffiar/W^r^) 2 . CONH-v-^nT/i^K CONH- 

i^/^i^y^y-zK ig^r^=3f u^-co 2 h. ®m 
7/^i/y-co 2 -giK7^^/K {g^r^— u^-co 20 

^u^-OH, {Sj&T/i^l^-O-igaX/i^/K feMCT 7V- 
^u^-O-ffiaT/i^— /K (£iK7/w^i/y"0-M7;u 

i&i&Tsi'* i/y-o-{i07^yy-7 y — /k 
tt7/^^y-s-ii7/^i^y-7y-/K i&mr/i^ 

/V-3r U >-C0 2 -<£i&T /W^/K tgMTfr* W>-NH-{£i& 
T/^^r U>--C02 -ffii&T/l^/K I&WlT/V* U>-NH-{& 

M7/^I/ > /-C0z-»7/^/K {SSTVl'^rl^-N so 
(^^T/W-^/l-) -iS^T/U^r U^-C0 2 H x Sg7/^^Uy 
-0->[g;i&T /u^r U >--C0 2 H x {g^T/U^r U y-O-ffii&T^ 

^ri/y-co-^rpS, it7/u^yy-o-K7/w^y 

>--C0NH2 x {g^T/l^ U V-0-{£^T /^3r U- y-C0NH-{£ 
j&T/I^/K i07/U=3r U >--0-i£jKT /U^r U V-CON «g 
j^T/^/^. M7/^l/y-7y-/K ffij&T/U3r 
uy-^rnl 7D-/K ^xn^ x ^d7/^/v 

&m;o--^n^ o 7y-/^r/^rpiii, 
-c\ iDffSKii fijftr/u^/K sar^^ri/y-o 

H x AP^y OH. O-iSgfcT/i^/K 0-t87;u^i/y- 
7y-/K CO2H. C02-{SSfcT/u3vK CN. CONH2. TV 
— /K — ^ d7/^/K Hl-$f£U< fi x 

(g^T/U^ryK (S^T/V^U-V-OH. ^n^>\ 0H V CN 

[0017] *»w^*5Jt5»*uv>ft*«ii. Tta^; 

(in) -e^stt6{b-&«-e«>5 0 

[<b9] 
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(III) 



±E*^O|EWi»T<i0*i*S:fi-r5 :R>, R 2 . aRt/b 

R 3 &tfR4 :C2»^b»RS^-5» ; *>6V>tt. R 3 £R 4 ^ 

tJ:^C 3 -6 TA^t"^ Xttu -C(R 10 )-C(R n )-C(R ,2 ) = 
C(R 13 )-T^^4a5S. 

R 10 . R n . R 12 Rm n : H— XfiS^lcSfcoT. H x 
R 5 x R 6 X R 7 . R 8 &tj?R 9 : Gl»j&>e>»«£;h,5£o 

fc. R 2 tUt|j;, #*U<tt. C1-3 T/i^/K ^p^/ 

x@m^ttfcCi-2 r/^^xttCi-a r/^uv-OH-e*> 

*K <£ 9 b < tt. C1-3 T/U^r/l'T-ifetK U 

nn x CNXfi*?vU-C*>5. R 4 fcLTfi. #£L<I*C 
2 . 6 T/u^/K J:'P« L ^U<(^C3-5 T/w^/K 

■C*>-5o R 5 ~R 9 ^UH l)»*U<tt. R 7 J&SH. E_ 
o x R^SHWStfet), J:!9»^U<fis R 5 . R 7 ^ R 
8 a0RR 9 d5*I^H-C*>!9 . U< (iR 6 ^^>ay^X 

(INOzT-fc^. fcS^ttx 2)^^L<(i. R 7 ^H. 5_o x 
R 5 S:7j:R8^H^(7)Sv J:t)$f^U<fi, R 6 . R 7 &tfR 9 

[0018] *&Wit&Vo (I) tt. g^Soa^i^J: 
[0019] ( I ) fi, Rf+ADiSXfiJ££ 

m£ti'&zmx'*>z>®w ^*sir^x*»wicfi« six*. 
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(i) aw*ots»^^ff*sn»*itt«)*«o*fp 

*5SWft*4fc (I) fctt* *«#Wfctf*S*b*:/p K 
9y^t>**ttS. SS3¥WfcflF*S*L6:/ci K?y^ 

NHz N OH. C02Hf(E^3E*-C*6»«:*rS{b*«-e*> 
5 0 K7 2/^***r6X£LTtt. Prog. Med., 
5, 2157-2161 (1985)^ rEHSSOBMSj (KJI|»j£. 1 
990^) $7t jJ^»tH63-19B^K«0»S*rffe^ 

[0020] (»igfe) *WfM&m ( I ) 2WE:<D» 



20 




B 



(IV) 



NH 



ci-g 



f© 

(V) 



>- (T. W. Greene) SO^y^ (P. G. M. Wut 
s) H\ Tprotective Groupsin Organic Synthesis 
3JS6, 1999^) J l£fB«©«»S**ff*w 

6o *J8Wft£>» (I) ^nK?j/^fl±Eft 

fc5V^fl»6*Lfc**Wft-&4fc (I) Srfflv^RJS*fT5 

J:t)fT5Ctd s X-#5o *38Wft-&4h (I) ©ft 

[0021] % 1 (x^*~/Wt) 
[ftl o] 



■GFf© 



da) 



^M&te. T%J\Y&m (IV) fc^*=^py Kft 
(V) fc*rRi6**5r kfcJ:9, *38Wft*<» (I 
a) Sr»*#arC*>So RfiStt* -<vi?>\ h/t^>\. 

*S/l^*<0£#KKft*iHB. *J?xixi*9lf, 1,2- 

m. ^3vl^—7VK rh7t Ko77V (THF) „ 
^^MM^©:*— N,N-^f;U^A7; K(D 



G>4© 



h y xf;l/7 * >\ ^y/n tVUxf/U7 ^ >\ N- * 
[0 0 2 2] fg2§g*fc (7/^MC) 

[ftl 1] 



R-L 1 (VI) 



(lb) 



(I) 



-To KTIPM*. ) 

*»8Hi* R , OT-e*5*»Wft-&1»l (lb) SrT^^ 
ft&SKf+U *mWik&Vo (I) *»iSi-5^«fe-c*> 
5 0 JKfffiSL 1 £ Lttt, wttf^oyy, y* 

S K(DMA)RtfN-* f^fcTn y Ky»©BSK^SEttft 
TK^ft^ h y TKS^ft^ y t-^ 

y y A^-f y^n tf/ur ^ K*a>*Sff so 



SET. »£PT~aDjRT. $?^L<fi x -20 , C-120 < CT 

[0 0 2 3] ^Oi^Sfe 
a&Hft-frtt (I) AS^BlJ:(ca*(OtM^t 

6 0 itmwtmmk utii, Mjtrf«Tiz#n«fe«:* 
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&\ WTf^) fix f^<y^a- tvW 

S^ft5^^lrffll/\ MIS rprotective Groups in 
Organic Synthesis (SB3JK) J KEtt£;h/fcBlf*SH5fc 
(«*.tf. BBrs) «r»fi:5BRU«ffli-*ii:. *>S^ 



H s 



R 



OH 



3) 7/^;wN7^f m<DT/\s*cJHkMk&mm m*. 

JS. &>6lMS. 7^7tK^^;^n;uft^^7; 

5) 7/Urt KS^^^/^SOiStcSJ&^J:!?. OHS 
[0 0 2 4] aCWk**tt#IIRXflXltt*^*P^>fli-& 

Mti 2] 



,43 (VIII) 



(vn) 



r42 (K) 



R 4 ^ 



(X) 



(*<K R 41 , R 42 s R 43 ^ R 44 &m 4S teHXteffiftTA'* 
/HKr»U (R 44 ) (R 45 )CH- <h UTR 43 
(R 41 ) (R 42 ) (R 43 )C- 1 LTR 4 bteZm&m'to ) 

r ^j*?rv-M\L%m. mxcw , r 42 atw» "ansa 

7/^/^lT'f^Sjl:'&*I (X) tt, Khim. Geterotsi 
kl. Soedin. (1967), (1). 153-4. Khim. Geterotsikl . 

Soedin. (1967), (1), 154-7XttKhim. Geterotsikl. 
Soedin. (1969), (1), 56-8^«2«0*fe^ J: D »5&T* 
#5 0 «>er<o^/U*n/u^ oy YVc&tfo (V) 

fl. Journal Heterocycl ic Chera. , (1986), 23, 1253-1 
255, *S4#fFUS5.081.275^« x Xte$HIPg63-10135 

[0 0 2 5] ±f£#SS*fctC J: 9 »fc*bfc^±/©fett:. 

•It, ®^ HrJMI:. WIS*. fca^n-^h*'? 
ftlMsHb^K J: 9 Mig-T 5 r fc -c# 6. 

[0 0 2 6] 

[00 2 7] *B9]ft£« ( I ) Xtt*oMK»«>l::9f 



50 



Sftffl*K»J, (MRU* l£ftffiB4f+»J. S*6BBa3PJ. 
iti)otU^o J: 5ttq«*ofc 

f tt^Tu«tv\ *g#JX li?L#J J: !9 «*X tt 
[00 2 8] jftP«^fc«)^fBEft«^ift«:. |g»J«l^ 

^*^J. ^#^J. R««IS:*flrUTV^r<>J: 
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wt**ttoa#j. mm#L sunset*. jMtnmtti, 
xn. M£&mfimM&fcAxfi±m&mfrfc^*tiz>o 

^y — ?#T/i^— /Mi. /tfy y/w<— hso 
GSi&£) ^£>6 0 ^<d£? tortus. 

im. mmm. mm. ^im. m 

[0 0 2 9] jg3&M#Jt2@fr N ¥S{2M£tf>t><^ 

m^hti. ^^^(D^m^^xmm-i-^^t^x^ 
mmftmAMrmzm^x&s-ztiZo mnm 

Pg^^, 1 &<D&J$m&. ttfi^fc?) &I0. 001-7 
0 mg/kg. $f^U<fi0.1-50 mg/kg^ii^-efet). C*b 
^l[HjX*fc5lM^27!;^4le]lC5>ttTS^-r6o »fi 
¥ZtiZ>®&&. frfi^fc 9 #30.001 

^^10mg/kg^51^T% 1 0 i\E\7smmmB\^$rrtx& 
5--fz>^t^ m^mmtvxn. ftm^tz. 19^0.001-7 
0 mg/kg^r 1 0 1 mTb^mmmzftrtx&^-tZo 
fifi^. mm%^mi,xm*<Digr&\cfccx 

[0 0 3 0] 

2-T ^ 7 - 5- t-^f ;W4^ f /uf 7/-/Ufi»Jfi (5.88 
y K (9.46 g)£*P;t, a»-e2«piB«»ufc 0 RJCIK^ 

h^77^- (^PP/t/PA) "CflMKU 

Hlw^ * y — /uj: 9 SSJMb Lt, N- (5-t-^f;v-4^ ^ 
/Pf7/-^-2->f/V)-3-- hP^^V^/^^T ^ 
K(ft^2)8.49 g£*#fc 0 

»H-NMR (DMSO-ds) 6: 12.58 (1H. br-s) , 8.46 (1H, 
t). 8.42 (IB. ddd). 8.21 (1H, dd) . 7.86(1H, t) , 2. 
16 (3H. s), 1.30(9H, s) ; FAB -MS: 356 [(M+H)*] 

mmmi -2 1 rwsd 

^^2(8.49 g)<Dnmmzevx&m<t'r b y £ a 0.44 

g), H tit* ^(2.98 ml) ZiKlftitlmTL. £ta-ei2i* 
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/K&^A^u-r h^77-< — (^^M) T*m®l 
U N-(5-t-y^/U-3,4-v ? y ^/U-2,3-^t KPf 7/ 
— /u_2--f y ^^-3-^ hp^yf ^/wt^7 5: KWb 
§fel)RU ! N-(5-t.^f/U-4^f/i/f7/-^2-^/H 

<K<etm (6,56 g)«:»fc. 
10 {b^l : 1 H-NMR (DMSO-de) 5: 8.49 (1H. t) , 8.42 
(1H, dd), 8.26 (1H, d), 7.85(1H, t) , 3.43 (3H, s) , 
2.28 (3H, s), 1.32(9H, s) ; FAB -MS: 370 [ (M+H) + ] 
fc^653:MS (AP) : 370 [(M+H)*] 

nmm 1 - 1 rx*/x& i - 2 t mm\^ ux, z> 

H** J: 9 . ^15^ 3-10 l^i-fls-S-JftSrSKS 
[00 3 1] H%«l 2 Mfrfr»134) 

<b^i (1.00 g )^THF/m^ /i4KKI^iox/<7^<> 

20 mgmt^*x~m*&. rir h ^ h y w** u 
u^-TV—jv-z-i y ^^-o-if yx/^^7 5: K({k 

^134)387 mg^#fc 0 

1 H-NMR (DMSO-de) 5: 7.11 (1H. t) , 7.03 (1H, t) , 
6.90 (1H, d), 6. 68 (lH,dd) , 5.48 (2H, bs) , 3.38 (3 
H. s), 2.26 (3H, s), 1.31(9H, s) ; FAB -MS: 340 [ (M+ 

H) + ] 

tkum 2 1 mm?, it, mtzm 1 1 at* 1 2 ic^-r^-g* 

30 mmms at&me) 

ik&VoG (0.60 g). A^atfi m *Kfb^-hy 

56ml) 70 c Cr*l^mS i L/c o ^ 
L s 3,4-i^y ^/^-2-[(3-^ ho^^if >-^/U/jN^/P)-f 

^ y 1-2,3-v^t Kpf7y-^-5-^;^yit h y £ 
i*0fb^l6)380 ragSr^Co 

1 H-NMR (DMSO-ds) 5: 8.49 (1H, t) , 8.41 (1H, dd) , 
8.25 (1H, d), 7.84 (lH.t), 3.39 (3H. s) ; FAB- MS: 3 
56 [(M-H)-] 

40 -mm 3 1 mm\^ ux> 1 3 \^-r^m^mm 

[00 3 2] HJfcflJ 4 Mt-&4»232) 
{b^230 (300 rag)(7)DMS0@ifglCl M 7KK{b^ h y A 
7K^fg(2.0 ml)^DX.. *»T30WBSMfc***(2.0 m 

I) *iPx.fc« 10tfC-C5l«|IBa«*U TlCTkiC^^ 

m&mwttbv ^A-ca»L. i^Ttst 

fc 0 SffflUl(*^Sixf/K»lt, 3-{[(5-t- 
^^3,4-^^^-2,3-^1: KPf7/-/^2-^f y 
50 7>)7; /]X/Ut£—/U)-4- t KP^r^yX7^ K 
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Wt'&*232)136 mg£#fc 0 FAB -MS: 384 [(M+H)*] 
Hffi#l5 (ffr&*17) 

<fr&«16 (100 mg)<DDMF»«^, WSC*fc»4£(56 mg). HO 
Bt(39 mg)RTf\i 0 <<y i?y (28. 8 M 1)***.. ^*&T24B# 

/31 * y -/U»-&»Jit?ac» LTx N - [ 3 , 4 - *J * 5 - 
(fc^y i^-l-jfr/M*— /!✓) -2, 3-i^t Ko^7/-;W2 10 

7)70 mg£#/c 0 

l H-NMR (DMSO-de) 6: 8.50 (1H. br s) , 8.45 (1H, br 
d), 8.28 (1H, br d),7.87 (1H, t) , 3.49-3.40 (4H, 
m), 3.43 (3H, s) . 2.20 (3H, s) , 1.65-1.45 (6H. 
m) ; FAB-MS: 425 [(M+H) + ] 

[00 3 3] 6 «k^«l34) 

ik&tos (i . 78 g) <o * # j —A&m\z. % 7k^T> *SHt 20 

*A (0.19 g)«:*D;tfc, ^«a-C2^B0««i 
*fRffc***-J- h y *A(0.38 g)£i£*0U *Z\Z 
THFSriD^jSW*««i: U 2.5B$JB^i&-e«#*Lfc. H 
|C7Ms{fc**iii^h y ^^(0.38 g)*jD^.ll*Pfl^«a-C 

*#u W£*»fls**aw-hy ^A(o.i9 g)^*D^> 

^— (^ an*/PA/p< ^y-/U) -CfflgU #^Hfc 30 
@Mi^y7 P P/V-/K'^U, N-[5-(l-fc Kn 
^ v/ni^/u) -3 , 4- is* f/V-2 , 3- ^ t K a ^7" /U-2- 

>f yry]-3-- ho^yfyx/^yr; K(ffc-&«M4) 

743 mg«r»fc 0 

1 H-NMR (DMSO-ds) 5: 8.49 (1H, t) . 8.42 (1H; m) . 
8.26 (1H, m), 7.85 (lH.t), 5.66 (1H, d) , 4.95 (lfl. 
dq), 3.42 (3H, s), 2.16 (3H, s) , 1.28 (3H,d) ; FAB 
-MS: 358 [(M+H) + ] 

tmm e t mm^ it, mie^ 1 e te**-«fc*4Mfct« 

1 7(C^i-^fel26^»!igLfe 0 40 

fc-&%)97 (200 mg)CDTHF®^(C N -lOtT^PP^ 
V^^/W(0.075 ml)£.tfh yzc^^r * >-(0.10 ml)* 

tin*.. io»iHa#ufco -twJc**<t*!>3R^hy *a 
(183 mg) <t y -/^^^-^i^n^fc. -*ro££ 
*i&t?«fl*u 5%g[@&7Km^y t>^*m&. 1 m j^^k 

»«at/R»3i^Sr*D^30»BBS«a-C«l*Ufc. 
S—/U/*uu&/UM>) TB13LT, N-[5-t-^^-3- so 
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(2-fc Kn^ri^3i^/P)-4-7 t ^/W2.3-v ? t Kof7/- 

/t--2--r y xvm-— ^^/u^^r^: KMk-& 

^98)40 ngSrftfc. 

1 H-NMR (DMSO-de) 5: 8.48 (1H, t) , 8.41 (1H. dd) , 
8.24 (1H. d), 7.84 (1H. t) , 4.96(1H. bs) , 3.96(2H, 
t), 3.56 (2H, t), 2.32 (3H, s) , 1.32 (9H, s) ; FAB 
-MS: 400 [(M+H) + ] 

[0034] mmm s « t&«i263) 

ib^256 (500 rag)(7)v ; ^nu^^>^^^ > -7SX:X*\ 

*>}gf&(DIBAL : 1.8 ml)£?gTU 18#P^tS# Lfc<, JE 
1^1 M DIBAL(1.2 mO&iSTU l«FPfl«j*Ufe. 

tf«Wi*«*-eaB»u h y ?a-cb»«, 

^y/p/V-/K^f a fttT, N-(5-t-^/V-3, 
4- f^f7/- /W2(3H) ->T y •7 f >) -5-^ n d -2-* 
/U^/W<>-tf ^^/l^^^T ^ K(-fb^263)28 mg£*# 

1 H-NMR (DMSO-de) 6: 10.78 (1H, S) , 7.94 (1H, d) . 
7.92 (1H, d), 7.84 (1H. dd) , 3.41 (3H, s) , 2.74 
(3H, s), 1.31 (9fl, s) ; FAB-MS: 387 [ (M+H) + ] 

8kB»i:uT, 7 {cfjk-tit^m- 1 1 ^mm b 

fc&m* (351 mg) ^^Ml-2tl^il:LT, 
N-t3,4-^/^w5-(l-^ h^-V^^)-2,3-^t: Kp 

^ K(flS**M5)124 mg$r#fc 0 

1 H-NMR (DMSO-de) 5: 8.50 (1H, t) , 8.42 (1H, dd) , 
8.27 (1H, d), 7.86(lH,t) > 4.65 (1H, t) . 3.43 (3H, 
S). 3.15 (3H, S) 2.22 (3H. s) , 1.31 (6H. d) ; FAB-M 
S: 372 [(M+H) + ] 

-mmm 9 1 mm^ lt, mta^ 1 8 - 2 1 

RUm2 2lC^<fc^9&m0£§&tUfc o 

[0035] mmm 1 0 nt^msz) 

{b^S-3 (1.04 g) J:t)§S5tbyci{k^S-4(D3^1 

^iar. thf s t--<y v?>-(o.i8 mi), sm 

(0.52 ml), TkMitbD h^r'>*?3g^ hy *A (5 
75 mg)Sr*D^ 2 0W«#UAco aCS^^*Xt/ta 

-CttKSL 4 M *&^k**-R»^^/u»ittS:iD^-C«EE 
SSiU. mfeZTIz h~b»*±*)m<t£ltX. N-[3,4 
- v^^ ^vl-5- (1 - y ^/U-2- y V- 1 - ^ y^zc^yl.) - 
2,3-v^b Kpf7/-/P-2->f !)7y]-3-- hP^yf 
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^/W/fcVTS Ktttttt Mbfr*53) 34 mg£r#fc 0 
1 H-NMR (DMSO-de) 6: 9.48 ( 1H, bs) , 8.51 (1H. t) , 
8.43 (1H, dd), 8.27 (1H, d) , 3.75 (1H, q) , 3.16- 
3.44 (3H, m), 3.43 (3H, S) , 2.79-2.96 (2H, m)2.23 
(3H, s). 1.61-1.82 (5H. m) . 1.32-1.43 (1H, m) , 1.2 
3(3H. d) ; FAB-MS: 439 [(M+H) + ] 

rot mm?, ux. mmm 2 2 ^-nt^sAR 

HJ£#Jl 1 (^^147) 

fc-^129 (234 rog), t' y V(5 ml) S.t/^7K^(0. 5 

w&km-r h y ^tK^s. i m^^tk^Sl^^p^ 
^xip&aofru m^m^-r h y ^xfy&m, meet 
«3igu m^nfc^s^^^^^t)^^^. 2- 

(2-{[(5-t-yf^-3,4-^^f/V-2,3-^t KnfT/- 
;W2-^f y^V)T^y JX/U/ft — /U}-4-^ DP7^y^ 

Tir*- h(<fc^l47)170 mg^#fc 0 
1 H-NMR (DMSO-ds) 6: 7.77 ( 1H, d), 7.59 (1H, d 
d), 7.23 (1H, d), 4.23(2H, t) , 4.11 (2H. t) ( 3.38 

(3H, S), 2.29 (3H, s) , 1.97 (3H, s) , 1.33 (9H. 
s) ; FAB- MS: 461 [(M+H) + ] 

nit mmc tx, mm 24-28 \^-t<t& 
[oo36] mmm 1 2 Mt^»i72) 

ib^l70 (200 mg)<7)v^ d p ^ * >-&m^. -7&°CX~ 

N-(5-t-y^/W-3,4-v?y^;l-2,3-^t: Knf7 
iV-2-si Ury)-2-t Kn^v^^if V^/^tf^T 



^ K (^$3172) 167 mg£:#fc 0 

1 H-NMR (DMSO-ds) 5: 10.12 (1H, s) , 7.70 (1H, dd) . 
7.36 (1H, dt), 6.85-6.92 (2H. m) , 3.38 (3H, s) . 
3.15 (3H, s), 2.27 (3H. s) , 1.32 (9H, s) ; FAB-MS: 
341 I(M+H)*] 

nmw 12 1 mm^ ux s ^ibh 29-31 \z^-r4t& 
mmm 1 3 at&mse) 

^-n7 < ^>'^/i-^>K^7k^)(0.67 ml)£r*D;t. 7k?n 
T, 2 ,6-/^^V(0.62 ml)SrjBTUfc« »*Ul^i&* 

4 g)£#fc 0 »e>ttWb-&«(l.l g). DMF(10 ml). * 
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*/-M10ml), S»^9^l>^(49mg), 1,3- tf^(v? 
% ^(0.61 ral)(D^^tw. tlT, -^bR**10^ 

Ffl/^y^m, -»kK*#H»T7ot:-e2i*M8H* 
ufco ***-ett»a. tK^^jdx. iHlxf/u-eaim 

4- (gm?L*rjv/ Ytv^s) tfSKlT, 2-{[(5-t- 

^/u-3,4->?y^/^ry p -^-2(3H)-^ y^^)r^ 

10 y ] -/U} -4- 2 p a ^ «b-&*256) 66 

0 mg£r#fc 0 

1 H-NMR (DMSO-ds) 6: 7.91 (1H, d) . 7.75 (1H. dd) . 
7.61 (1H, d), 3.78 (3fl, s) , 3.43 (3H, s) , 2.30 (3 
H, s), 1.32(9B. s) ; FAB-MS: 417 [(M+H)*] 

mmm mwz- ux, 3 2 fc«i-<fc-fi*4i3 

[00 3 7] ^iflMS 1 4 «fr&^435) 
^IJfcfll 1 3 £ HUSK UXP3S bfc, *tJ£-T6 hy7/ut 
a y ^ VX/U^>^^^^/^#(130 mg)ODMA^*(^. 

20 r/i-^^#H^Ts hy ^v^v^y^ri? h>)^ 

/^^^^^(O) (4.1 mg)> l.r-fc'JMi^ai^/l'zfc*^ 
W y)7^nir>(27.3 rag). ffi«B(2.0 mg)R^T>it 
^fe v (17.3 rag)^J!JPx., 110 < CX1.5^Ffl«S i bfc„ 

KJS«S:2 M T^=.T*»«^*>^. R 

^S^y *W7A^ o-^ h^^^-r— (R^ 

30 ;/-/w2(3H)->f yfy)-5-^pp-2-^r;^^ 

/^y7; KMb-fr*435)50 mg£#/c 0 

1 H-NMR (DMSO-ds) 6 : 8.12 ( 1H, d) , 8.05 ( 1H, d) . 

7.92 ( 1H. dd), 3.53( 3H, s) , 2.96 ( 1H, tq) , 1.6 
6-1. 56( 1H. m). 1.52-1.42 ( 1H, m) , 1.18 (3H. d) , 
0.83 ( 3H, t) ; FAB-MS: 404 [(M+H) + ] 

n»«i 4 innate ux. 8E*3 2ioTt, it&ms 

6—438, 440^:^442— 445^:®iitb/c 0 

mmm 1 5 «b-&«322> 

{b^l32 (600 rag). THF X 2-t Kn iX^ y 
V(0.23 mO&t^hy 7^=^/U*^7>< V(629 mg)(D^ 
tK^T. v?3i^r>^^/^^r*>^— K0.3 

8mi)^*D^. m^TA.smmmw^tc 0 
^/u^t^-/i-2(3H)-y yfy)-5-^op-2-(ey^ 

l/-2-4;\,* h^i/)^<yf y^^>7 5 K({b^^32 
2)280 rag^r^fCo 

1 H-NMR (DMSO-ds) 6: 8.53 (1H, d) , 7.82 (1H. dt) . 
7.79 (1H, d), 7.59( 1H, dd) . 7.54(lH. d) . 7.30-7.3 



(14) 
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5(1H. m), 7.29(1H, d) , 5.26(2H, s) . 3.32(3H,s), 2. 
21 (3H, s). 1.26(9H. s) ; FAB-MS: 466 [(M+H) + ] 

mmmi 5tmmizi,x. sei 3 3W3 4^t<i: 

[0 0 3 8] gM)16 Mb*4fc)43) 
<t*^5 (1.0 g)ODMF*gi£|;i, fi^^y *A(1.16 g)& 
t/h-y ^^/u^^^^y Tir-T^— h(666 mg) £#D;t. 80 

# y fp AtK^. ^?pj^^7Jc^^ h y * A*i£i£&tf7fc 10 

n-v h^y^^f- (RSxf/u/ h/^V) XfitSSJL 
X* 3-{3,4-^^f /W2-[(3-^ hn-<^y^ 

/pt^^/u)^ ^ y ]-2.3-i/t Kof7y'-;w5^;i/}-2- 

^f/x- h ({t^«43) 101 mg*»fc„ 

1 H-NMR (DMSO-de) 6: 8.50 (1H, t) , 8.44 (1H. d) , 

8.29 (1H, d), 7.59( lH.d), 7.86(1H, t) , 5.92(1H. 

d), 3.67(3H, s). 3.48(3H, s) , 2.40(3H, d) , 2.31 (3 

H, s) ; FAB-MS: 412 [(M+H) + ] 20 

mmm let mm\z ux, «ies 3 6 ^^-r^^s-3 
mmm 1 7 ut&ms) 

it^m-s (200 mg)*:ffli\ ^kmi 1 tmm\c^xm 

h y /W&tfl r 8-^7f tfv^ a [5.4.0] £ >^>7 -7-^n^ 
(0.16 ml)Zto7t2tifr*mft^fco \.B-i?TWiS** 
[5.4.0] £>"7^ -7-^^(3.0 m\)*K\Cto?Ll2mmW:ft 

-efts* ttf tutatt* it^/v^-T^x-m* b 

Ts N-(3,4-v ? y ?vV-5->f y^n^<=:/u-2 f 3-^fc Ko 

f/y'-/w2->f y^)^-— hu-o-if 

^ K«k-&«55)32 mg£#/c 0 

1 H-NMR (DMSO-de) 5 : 8.49 (1H, t) . 8.43(1H, dd) , 
8.28 (IB, d). 7.85 (lH.t), 5.30 (1H, s) , 5.12 (1H, 
s). 3.46 (3H. s). 2.27 (3H, s) , 2.02(3H, s) ; FAB- 
MS: 354 [(M+H)+] 40 

mmm 1 7 1 mm- it, 3 5 {^-nt^msR 
[0039] mmm 1 8 «t^»59) 

ffc*»58 (172 mg) 1^40%^ ^7 ^>-y ^y -/HSiK 
(20 ml)^*D^. SfiT^RMBfLfc. »ETSSI U 

;^7A^n^h^77^ (7* V^e — TTk/y $ J — 
*«-^^+>»«**D*.. WETftlBLfc. ^e>tt so 
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fcHft*:** y -;vt« IT, N-(4-T *7U-5- 
59)42 ingSr^fCo 

1 H-NMR (DMSO-de) 6 : 8.50 (3H. id) , 8.44(1H. dd) , 
8.29 (1H, d), 7.87 (lH,t), 4.17(2H, s) . 3.50(3H, 
s), 1.38(9H, s) ; FAB-MS: 385 [(M+H) + ] 

mmm ist mm\^ ux. 3 5 ic^-r^^269 
mmmi 9 in&mm) 

<K&m-l4\^ mk^lr-^{\ ral)S:^DMF(3?g)^AD 
x_s 70^X1 B#ra«#Lfc 0 Jfift^^-=/i'*«flES^ 

TtK(1 : 1 , 20 ml)a-&«4»^0 c C-C}STUfCo 

xSc^l/co h y ^mrss§ 

X. 5--T y^n tf/U-S-y ^/U-2-(3-^ h n-<Vif 
/Utf^/W * y)-2.3-^fc Kof7/-/W4-^/^^ 
* S K (1^^191) 547 mgS:»fc. 
1 H-NMR (DMSO-de) 6: 8.50 (1H, ra) , 8.44 (1H, d) , 
8.28 (1H, d), 8.19 (lH,s), 8.15 (1H, s)*, 7.87 (1H, 
t), 3.41 (3H, s), 3.31 (1H, m) , 1.20 (6H, d) ; FAB 
-MS: 385 [(M+H)*] 

mmm\ 9tH«(at, mums 7 \z^-int^m-iz 
[0040] mmm 2 0 «b^i87) 

<k&ydS-l3 (0.217 g)<D b y 7;\s*v&m(2 ml)^K 

*^^a-c««« % m£Tmmisti 0 mbtifcmm&i/ 

!)^^ 7 A^D-7h^77^- (y^y— iv/#xi 
uisvvj^ -ettMfjL y ^y-/u-caft<kS*-Cs n-(5 

-t-^f/W3,4-^^f/W2,3-^t KPf7^-/W-2-^ 

y x>-)-5-^ p p -2-^/u7 7 -/^yf y^;u^ y7 

^ K Mb** 187) 50 mgS:»fc. 

1 H-NMR (DMSO-de) 6: 7.97 (1H. s) . 7.45 (2H. d) , 
6.22 (1H, bs), 3.43 (3H, s) , 2.29 (3H, s) , 1.32 (9 
H, s) ; FAB-MS: 390 [(M+H)+] 

mmm 2 1 Mt**i92) 

4b*^191 (268 mg)(Dl,2-i?# p v3L?^t&&^7k#i 
T. 3d-^>«flsy V(0.33 Dil)S:t5DiiF(2 ml)^rWg»:^T 
7tfC-Cll«n8l»Ufc. RiS«S:7k*-ttiDU, SF 

h y ^tSUi^ i^EETS^U. #f>nfc@f*: 
^S^^yp-^^^^-ca^Lx. N-(4->Ty -5--T 
y^n tvw3-y ^/u-sH-^ry— /u-2--r y ^^)-3-^ 

hP^yfy^;^y7-; KMfc**192) 180 mg^:^ 



(15) 
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1 H-NMR (CDCh) 6: 8.76 (1H, t) . 8.40 (1H, ddd) , 
8.27 (1H, d), 7.70 (IH.t), 3.59 (3H, s) , 3.38 (1H, 
heptet), 1.37 (6H, d) ; FAB-MS: 367 [(M+H) + ] 

mmm 21 1 mm\z it, 3 5 i^-r^ms 

5, 408^416, ^t/^3 6 l^i-fc^422&tf424 

[oo4i] mmm 2 2 ut&moi) 
ik&gom (150 mg), mm. *itfvryft*y?A(6 

A(65 mg)^ii*DL, 8(TCT4#|U]flWML JEfcVTVft 

j*7 y *A(260 mg)S:ieJDU 80t:x2B#p B iii#L*: o S 
y /V«fc «P S^fTs Itx N-(5-t-^/W-3,4-v?^ ^/W-2.3 

1 H-NMR (CDCh) 6: 8.15 (1H. s) , 8.14 (1H, d) , 7.7 

2 (1H, d) f 7.52 (1H, dd), 3.44 (3H, s) , 2.27 (1H, 
s), 1.31 (9H, s) ; FAB-MS: 417 [ (M+H)*] 

mmm 2 3 at&moe) 

ffr&»195 (0.20 g). ^^/-/W(2 ml)Rtf*£Sfc(2 m 
1) (Dfi&nQto £ 1 l^WiiSTI^ bfc 0 (4 

»e>ttfc»i6S:^^y— /^feigfi^S^X. N-(5 
-t-y^/l--3,4-i/y ^-7^-2,3-^1: Kof7/-/W2-^ 

!ify)-2-t kd ~>-5-^ h P^yfy^yr ^ 

K«k^«JZ06)74 mg*»fc, 

1 H-NMR (DMSO-de) 5: 12.09 (1H, bs) , 8.54 (1H, d) , 
8.26 (1H, dd), 7.06 (1H, d) , 3.40 (3H, s) , 2.29 
(1H, s), 1.33 (9H, s) ; FAB-MS: 386 [(M+H)*J 

[0042] mmm 2 a w&mvn 

4b^S-16 (300 mg)t£ h ]) -7;V*u%mi. t*^*/^ 
2B#P* t ]ja#L/c 0 ^»^»&«IET»»U 

•7h^77>f-{Stxf;U/h/Uxy)tSSlT, N- 
(5-t-^^/U-3,4-v?^^/U-2,3-v ; t Kof7/-/W2- 
!l7y)-4,5-^nn-2-t Kc* 3f V^/U* 
VT* K(ffc-g^207)164 mgS:»A:. 
1 H-NMR (DMSO-ds) 5: 11.55 (IB, s) . 7.91 (IB, s) . 
7.09 (1H, s), 3.42 (3fl, s) . 2.28 (1H, s) , 1.31 (9. 
B, s) ; FAB-MS: 409 [ (M+H)* ] 

mmm 2 5 at^ms9) 

{£&%)3&S (307 mg)t- h y 7y^nSlFK**D^iaT15 

(5-t-^-3 ( 4-^>f/^7/- /w2(3B)-r yfy) 
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-6-^^^-n-2-t Kn^ry^yfy^/^y7 ^ K({fc 
^^389)198 mg£#fc 0 

1 H-NMR (DMSO-de) 5: 10.73 (1H. s) , 7.82 (1H, dd) , 
6.86 (1H, t), 3.46 (3H, s) . 2.32 (1H, s) . 1.34 (9 
H, s) ; FAB-MS: 437, 439 [(M+H) + ] 

mmm 25 1 tt, mm 3 5 

[00 4 3] mmm 2 6 Mfr&*277) 
'fc&VBM (3.62 g)(7)^ ci nr^/UA^g(C x TkJftT. h 
10 y 3L^/l^T5; >- (1.94 mO&tfy ? uy 
4 K(1.08 mO^rWl^DXs S®TlB*«B«#Lfc 0 Ml- 
h y^^/KT ^ V(l .94 ml)^^y^^*-;^o 
7 4 K(1.08 ml)&*D;t£fflT30#Pa«#Lfc. EJ&?& 

h y *****rimmi* 

fiSttt, y ^>^/^V^^^/^S-37(5.16 g)£ 

ntLo &%titcit&mzMVRrjTi?<ki- h y * ^(3.03 

20 «L h/to^.ftHai^/p (l:l) a^iftSriD^.. Tk&tf 

«&»A*tt*x«a»:a»u, h y ^-eft* 

/u_N-(5-t-^/u-3,4-v?y^/^ry— /w2(3H)--< y 
x^)-5-^ ci P-<^if y^/u^yr ^ KGb^227)2.7 
9 g^r#fc 0 

1 B-NMR (DMSO-de) 6: 7.90 (1H. d) , 7.73 (1H. dd) , 
7.65 (1H. d), 4.93(2H,s), 3.45 (3H, s) , 2.28 (1H, 
30 s), 1.30 (9H, s) ; FAB-MS: 414 [(M+H) + ] 

mmm 2 7 ut&mn) 

{b-^feS-37 (1.08 g)\Z.d\&FRX*i'T>"lk* y ^A(0.33 

g) ^r^n^i. 7o , cx5o^pa«#ufeo m&m&m^v^ 
is-tim.^* (i:D a-&#se*iD^, *xt/<asi*Jfi* 
xis^ac^u, «i7k^»^hy ?a-c«m, ^ffi~n§ 

f7/- /w-2(3H)->r yfy)-5-^po-z-y7;^f^ 

40 ^yfyx;^V7^ K({b^227)176 mg^#fc 0 
1 H-NMR (DMSO-ds) 6: 7.92 (1H, d) , 7.75 (1H. dd) , 
7.67 (1H. d), 4.41(2H,s). 3.45 (3H. s) , 2.27 (1H, 
s), 1.31 (9H, s) ; FAB-MS: 398 [(M+H)*] 

[0044] mmm 2 8 u\&m%$) 

4t&&)263 (500 mg), m^/— /P x t Kn^y/U7 ^ > 
lftKJe(99 mg)&t/fc°y v?V(0.11 ml)<Ofi^ftS:30^Pa 

*DfR»«ufc. *«a*-c»»a, mmrmm^tio mh 
thttzmcmm^^ziw^ 1 m m.mfrm&&x*mQ 



(16) 
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-/W-2(3H)-< yfy)-5-^np-2-(t Kp^tW ^ y 
^^/^-O-if^^/V-^VT ^ Ktffr&fe283)395 mg£r# 

1 H-NMR (DMS0-d6) 6: 11.72 (1H, s) , 8.84 (Ifl, s) , 
7.93 (1H, d), 7.88 (1H, d) , 7.66 (1H, dd) . 3.40(3 
H, s), 2.27 (1H, s), 1.30 (9H, s) ; FAB-MS: 402 [(M 

mmm 2 8 1 mm^ tx, t&fss 3 5 ic^-r^^3io 

Rtf343£»igLfc 0 

mmm 2 9 «fc£>«294) 

ft-&«293 (1.06 g)0**y— /^SifcK* Rft(l ml)S: 

tr*>!l*y/w*?Wp-7h^?7-f- (y*y — )V/ 
^on^A) "tHtSMS, y — /W v^^/Urc— 7" 
/UJ:"9feS<b$ii:T, N-(5-t-^/W-3.4-^^^^r 
✓->U-2(3H)->f y^^-S-^ an-2-(lH-f ^/-/U 
-4-^/uy h^->)^yfy^V7^ Ktffr&tt294)4 
41 mg£r#fc 0 

1 H-NMR (DMSO-ds) 5: 7.73 (1H, d) . 7.52-7.61 (2H, 
m), 7.45 (1H, d), 7.03(1H, bs) , 7.66 (1H, dd) , 5.0 
0 (2H, s). 3.28 (3H, s) , 2.26 (1H, s) , 1.32(9H. 
s) ; FAB-MS: 455 [(M+H) + ] 

mmm 29 1 mm\z lt, «ie* 3 5 ic^i-^^354 

Rtf359£Sfj£Lfc, 

[00 4 5] Wtm 3 0 Mb^4fc308) 
<fr&«307 (0.59 g) % :n*y-/K 28%-^hV h 
3r> K-y * y -/U«?ft (0.28 mORtfKKv^^vKO. 1 
7 ml)*/«I«.5*|IBilDlR8IHtTW*bfc. KKi^^vl' 
(0.68 ml)*itttU2.5^WJniMaWETW*«, JEIC28* 
-^hy h**>K-y ^y— /l*»(0.28 ml)*** 

^tts H-(5-t-^/W-3. 4-^^^/^X^-/1-2(3^ 

5->f/U)^>^>'X/U*>'T ^ K({b^308)326 mg&# 

1 H-NMR (DMSO-ds) 5: 12.22 (lfl. bs) , 7.96 (1H, d) , 
7.74 (1H. dd), 7.54 (1H. d) . 6.93 (1H, s) . 3.45(3 
B, s), 2.28 (1H. s), 1.31 (9H. s) ; FAB-MS: 458 [ (M 
+H)*] 

Xttffl3 1 «fr&*341) 

<b^*257 (3.46 g)^hwy/t-^;-;Kl:l)S 

(2.76 ml)Rt/h y xf/U7 ^ ^(1.78 ml) ^ttK^T^O 
X. lOSMWRttLfc. ^(D^90-C^T*#taU. l^H 
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y-Rftif/^&teftftut, t-y^/v- (2-{[(5-t-y 
f/w3, 4- i^y ^/w^r ✓«->u-2 (3H) ->r y r ^ y ] 

X/U*^/W}-4-^ pn7x-;l/)^;^v- h tffrS-^34 
1)2.37 g£#fc 0 
10 1 H-NMR (DMSO-de) 6: 8.65 (1H, s) . 8.15 (1H, d) , 
7.76 (1H, d). 6.62 (lH.dd), 3.45 (3H, s) , 2.29 (3 
H, s). 1.48 (9H, s), 1.31 (9H, s) ; FAB- MS: 446[(M+ 
B) + ] 

mmm sit mmz ut, vt^m 3 5 ^^^^349 
[oo46] mmm 3 2 ut&mn) 

{fc^*285 (370 mg) \Z. h/UxyRtfr^l: h y ^JVTs 
X(1.32 ml)S:JlD^*PjR««T6l*Pa9H$Ufe« 
1 M jg^7K^«(20 ml)&XM ^y— /WSrlD*.. ^MT4 
20 8B#rHflM*Lfc 0 «ffiT*«f«. ^dd^aStM, 1 

^p-7h^77^- (R*^/^/h/^^) 
L, i/^^-T/VZVm&fcZ^X. N-(5-t-;/^ 
^.3,4.^^/^7/- /U-2(3H)--r !lf/)-5-^pp 
-2-(lH-x h7/^ /U-S-^/^^Vif^^/W/^^T^ K 
Wk-&«J347)166 mg«r»fc 0 

1 H-NMR (DMSO-de) 6: 16.50 (1H, bs) , 8.09 (1H, d) , 
7.84 (1H, dd), 7.63 (1H, d) , 3.22 (3H, s) , 2.26 
30 (3H, s), 1.30 (9H, s) ; FAB -MS: 427 [ (M+H) + ] 

mmm S2t mmz u-c. 3 5 ^^^^342 
mmm 3 3 «b^^3oe) 

(0.29 g)(-m^y — /u n -<v^^^a 
^Tir h^(0.133 ml), h y^^/UT^ ^(0.108 ml)^r 

/W^-^/Uj: K)^f a {t:$^:T. N-(5-t-^^-3,4-v?y 
40 (3H) --f y x V) -5- n a -2- [ (4-y ^ 

/u^r y— /u-2--r /u) y h^-yj^y^y^/^ 5: 

K«b*«l306)144 mgfcWfc. 

1 H-fftJR (DMS0-d6) 6 : 7.78 (1H, d) , 7.61 (1H. dd) . 
7.33 (1H, d), 7.27 (1H, s) . 5.43 (2H, s) , 3.33 (3 
H, s). 2.34 (3H. s), 2.25 (3H. s) , 1.32 (9H,s) ; FA 
B-MS: 486 [ (M+H) * ] 

mmm 33 1 mmiz it, mem. 3 5 icTfrtit&mu 

SrSStlfco 
[004 7] mmm 3 4 «b^^345) 
so <k^«J343 (1.24 g)«C^ h¥K^/K13 ml)S:^H 



07) 
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1 M «S&k»«R^«&fiiRK*9R-?- h y * A/K^ig 
77^- (BK^/p/h/UaiV) ^y/o 

✓*y-/uJ: t? JSiBrffcSiirT. 5-^p^e-N-(5-t-^/u- 

3,4-i^^/W^7;/-/W2(3H)->f y ^) -2-(l, 2.4-^" 
H^T/- /l-3-f /^ h^r^^^V^/^^T^ 
K«b-&«3345)800 mg£#/c 0 10 
*H-NMR (DMSO-de) 6: 9.63 (1H, s) . 7.90 (1H, d) , 
7.74 (1H. dd), 7.32 (1H. d) . 5.35 (2H, s) , 3.30 (3 
H, s), 2.24 (3H, s), 1.30 (9H, s) ; FAB- MS: 501, 50 
3 [(M+H)-] 

^3 5 «frfr*361) 

<b-&*S-62 (600 mg) ICTir h - h y A'Rtfa SMb^ 
/U(0. 15 ml)^:JDx., *0jR«8lcTl - 5B3Hffl«#L,fc. Ml- 
a tit* fvKl . 5 ml) £#D;L. *D!R«SftTl«FlHSH* U 
/to Sfl*-C»»«. «ffiT«3BlU. »6ixfca«lJ:p« 

h y 9 u 

A) -C»»«. »5>tt^b^«IC4 M Jtt{t**-Mfc* 
^/HffiKSriD*.. *ET«BU »6*tfcB#*r^^ 
/l^m— tvu-;** y -/W^-CgM^X, 5-^ 
D ^-N-(5-t-^/W3 1 4-^^f/Vf7/-/W2(3H)->f 
y^V)-2-[(l-^^/WlH--< /W5-*f /I*-)* h^r 

^i^v-^^x/^^r^ k — antx n TKfp^Mt-n^ 30 

361)105 mg£r#fc 0 

1 H-NMR (DMSO-de) 5: 9.09 (1H. s) , 7.90 (1H, d) , 
7.77-7.81 (2H. m) . 7.38(1H. d) , 5.35 (2H, s) , 3.92 
(3H, s), 3.30 (3H, s) , 2.24 (3H, s) , 1.29 (9H, 
s) ; FAB-MS: 513, 515 [(M+H) + ] 

[004 8] mm 3 6 Wfc*4fc37l) 
{fc-&«5370 (8.13 g). /K &itT>*r~$ 

A (0.47 g)R^(9.78 g)<D«*»Sr, Z^KtmmM 

3-T ^ y -5- ^ o^e-N- (5-1-^-4^^7/-^ 
-2-^f^)-2-y h^r^yfyX/^V7^ KMt-&*37 
1)5.45 gSr»fc 0 

1 H-NMR (DMSO-de) 6: 12.24 (1H, bs) , 7.02 (1H, d) , 
6.99 (1H, d), 5.57 (2H, s) . 3.68 (3H. s) , 2.16 (3 
H, s), 1.30 (9H, s) ; FAB-MS: 434, 436 [ (M+H)* ] 

mmw 36t mm\z u-c, sex 3 7 ic^-r^^s-39 

£§gi£Lfc 0 so 
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mmm3 7 «fc*»449) 

it&miS (755 mg)&tf7i? h y /^-tK(1 : \)M£t%Q 

^> i§sir^^!>^ (883 mg) at/SMb-*- h y *a 

(452 rag)£*D;t. iVCe&Wr. atKtt(II)3I*ft»(2 
68 mg)*^K*. 30#l«a*tt-C*TUfc. 5*BB»# 

fc. «*?a«^^*5/!>^-T?«ai«. MJiTSit, * 

f)tlfcM^^y^^7A^P-rh^77^- (It 

;ux-r^T*ftif LXv 5-^ pn + [4-^no-5-(l-t 
K p =ae 1 - y -3- y ^/U^T S— A--2 (3H) - 

-Y y^rvi-2-^r/^^v^/p^^r s Ktfb&»44 

9)295 mg&*#fc 0 

1 H-NMR (CDCls) 5: 8.15 (1H, d,J=1.5Hz), 7.76 (1H, 
d, J=6.3), 7.60 (H, dd,J=1.5.,6.3), 3.60 (3H, s) , 
3.53 (1H, s), 1.66 (6H, s) ; FAB-MS: 406 [(M+H)*] 

[0049] mmm 3 s u\&m*\) 

2 M i? J ^/U^£3- h/W^>^ifS(2.5 ml)C^no^ 
^^ftJSP*.. tK^T> E9fi>fb^^^(IV)(0.55 ml)SrJlO 
;tl0#ra«#U <b£*449 (100 mg)CDv^ n py 

h y ">^*«as:*D^B»3i^-caau 

-7 4- J—JV/? an*/W0 t?«K^. ^ 

/Uol— x/^-C@ffc£racr£LT, N-(5-t-^^/U-4-^ o o 

-3-y ^/w^ry-/u-2(3H) --r y ^V) -5-^ o a -2-> 

T/^^^^/^^T ^ K({b^491)56 mg^r^fco 
1 H-NMR (DMSO-de) 6: 8.12 (1H, d) , 8.04 (1H, d) , 
7.91 (1H, dd), 3.53 (3H, s) , 1.37 (9H, s) ; FAB-MS: 

404 [(M+H)*] 
HKfl3 9 Mfc*«M92)' 

2-T ^ y-5-t-^^/U-4-y *5-!V*f-7V— /W^^S(21 in 

7>r k(4o m g )$r^D^L. ^«aT»*a»L.^ 0 rjss^ 
^ic/k^ad^l. ^PP^taaitfco *r*Ji£i m 

^^gl^. WET*MES:«*U-C. N-(5-t-^/U-4-^< 

^ K«b^492)33 mg^r^fCo 
[00 50] ^ffi^4 0 (ft-&«653) 
{b^2 (100 mg)CO^^y-/U(5.6 ml)S«^. 0t:X-2 

m ( h y y f u ^) / ^ ^ y-^^-t . 1 

- (^^rf-V/ftK^^/^) -CttKL-C, N-(5-t-^ 
/K4^f^f7/-^-2-^^) -N-^ ^/l^-3-^ hP-i 
yfy^;^y7$ K«b^653)30 mg^TXb^l (3 
1 mg)«:»fc. 
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mm a i «b*«u6i2) 

ffc*»645 (33 Bg)«rfflV\ MmM 1 1 traaH^UT. N 

;\,^=-;\,T J ^y^yxw^r ^ K({frfrtt6i2)i7. 

9 mg*#fc 0 

Hj&£#I4 2 «t-a*618) 

4b&!»645 (33 mg), ^nox^yMDK^H, 

#«h$l*: 0 Ki6a*»*sta^»aia, ps-mj*t 

5 >(30 mg)£flD;i. 3«HB*»T*#U*:. 1PS7^/U 

.y f f ;l/f-T / -/U-2-f /U) -3- (1 , 3- i/ t^r y 
-l,3,3a,4.7,7a-^3ri}-t: Ko-f y-f ^ K— /W-2-^/U) 

^yfy^y7^; K (^fk-fr V9618) 25 . 8 m g ^#fc 0 H 

-4 8fc^flS-fi**M6Lfc. 
[00 5 1] #%#J 1 ((fcfi4fcS-70) 

-fo^p^fco r <D**te3<rcHTI::»*Ltta s ^tBuOH 
SrlHTU MCILfcf, 16#BH*»Ufc. £0Sf&£ 

n*/UAT-«mL/Co h «J ^^Si 

h- h y ;^5)SiBfiUT, W&WL-7 ^ J 
/U.4^f;Vf7y-;V 4S»*ttWt-&«S-70)*»fc„ FA 
B-MS: 171 [(M+H)*] 

^^Lt, mi2^4 9^^i-^*S-7K 
S-78, S-8K S-86. 5-88—5-923:8^1^0 
#*«2 «fc^»S-72) 

K y 7/VtP7t h7t^- h(7)iPrOH®^|r^ 

U ft-A* 2-7 ^7-4- h y 7/^pyf/^7/- 
is* - ztf-*— h ( (Boc) z 0) - is * 7-)V7 

(Sgxf/v/h/uxy) T*«r»U ^fvi" 2-(N-Boc) 

r 5 y-4- h y 7/^o^f/uf7/-/w5-^^y8 
&btifcfc&®mnmm^-7sx:x\ 1.14 u 

"CfiMKU t-^/u [5-(l-t Kd^>-1- 
*fvu:n^vU)-4- h y 7/^p^f;^7y-^-2-^ 
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tim&&&\z. h y m^/v->7 ^srio*.. itat- 2 nfm«» 

^n-^h^:^- (B»xf/^^ty) T*fS8*b 

X. 2-7^-5-(l^^xf;U)-4- h y ^/V^n^^ 
yi^Ty— /Kte^*S-72)*»fc. FAB-MS: 211 [ (M+H) 
+ ] 

[00 5 2] 3 Mfc£4feS-73) 

4- yf/w2-^^yyftt;*<l: h y>f^7y©7 
10 ir h = h y Tk^TDMSO^rMT L^^Stc 

s/*-*-ett*«* ffiTiiuftfcM^-y^^ 

jjyj*? D-e h^!7^ — (R^^/W^^l^) T- 
20 ftfi LT2-7 ^ 7 -5- (1-^ f^x^) -A-^^-^7^ 
Mb^feS-73) *#fc 0 FAB-MS: 157 [(M+H)*] 
3 Lt, ^IS^ 4 9 lC^-T^^JS-79, 

5- 80. S-82— S-84^r^itU^ 0 
#^J4 Mb^S-74) 

y>fMyft'y7t-h*iSTU ^<D8iif2i* 
Pfl»#u^. ^^/-/k *atj«*K<b^ 

30 Ts N-(2-^ h^rv^-5-7ai— ;l/7xx/l/)f t^UTl: 

h^r^-7-7 3 :^/^y/f7y-^ ^LtK^ 
«ttfc»fcc »^^^k^«*48%IM^*l)bk»«l- 

^ta-C«»Lfc 0 RJE*t-*S:*D;t. SffflU^Sft^S 
Sib, tK> /— /K ^^/^-x/^t/^^rf-v 
40 tm^tt, 2-7*^^7 % y-4-7^ Y*i/-l--7 
x=Myyf7y-;^j|f:o #^ttfc^^l^lM 
h y ? ATK^SRt/^ ^ y -/u&to*-. zoftm 

y 7;ut d y ^ y^;w* yii*«$:gT ^iST— 
ft«#Lfc.o 0.5 M tttt**?S*iD^.. v 5 ^^ 
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88ml). \,3-K**{i?-7^-/U&X-7^ y)7 P n^>'aO 

Ts-/u&mtc 0 nbtitzit&mz* fs-suRm m 
ufc@^&^^^-x/^/^^*v-eac^uT. 2- 

T^y -7-7*=./W<>':/* L T ✓-^Mb*»S-74) 
fc 0 FAB-MS: 227 t(M+H) + ] 

###J4 ^l^m^UX, t£lSic4 9^-T^i»S-85* 

[00 5 3] ###J 5 Mfr&*W5-75) 
2,4-v^ /U^f-T y — /K^DMFSjKIC 7 v^fb 

a-&»^*Rt5ft*3i^*j!ni^, 5 

fc c b*tfcft*«oiTiiWJftic h y ^ * n^** ^ >r 

«aS:»l/4tcaMSU WULfcBtt«tttU tK> 

^*y — a^ro^^a^— -r/ur*«l»:ac#u-c. 2-r 
(oiummz. (Boc)2oat/>?7« ^ y e y 

/l^/^^-^V) TflrS8LT\ t-^A- (4-^oo-54 

tz.\\^m t ^ y -/UCD^f J — A'S*8lC, »3M 

NaOEt-^^y— ^««Sr*P^ H*M*PiR3aSK U/E: 0 S 

^^vu (5_ fc/u * /U-4- ~7 =^~>v?.jV7 7 =-;V*J-T V— 
A-)>!7/ww— hSr#fc e I'-f^f-tv (4-^ nn -5 
-*A^ A^7 A-2->f A-) #/wW— h OTHF^^I- 

r/u=r^#s^T. -78^x0.63 m #nt-f tvu-^ 



fc. ajiE*^y*y/^*9A^i3-^h^97-f— 

tfSSLT, t-^/V [4-^ no -5 
-(1-fc Ko^V-Z-^f^p t>)fr/-^-2-^;H 
#/wW — h^^t-^f/V (4^op-5-t Kp^ 

[4_^ pp-5-(l-t Kn^riy-2-y *f-iV~?v ^/U)f7/ 

10 u »*Kfi»«itoic*-*- h y jawpp^a^ 

IT, 2-T^y-4-^ y^f7/-/Klh 
£«>S-75)S:»fco FAB-MS: 191 [(M+H)*] 

5 t raatjc tt, t&issc 4 9 ^^-r^*s-87* 

Kit b fc. 

#%#J6 Wb^feS-76) 

/WW— He, tBuOH, tK, 2-^ ^/W2-^-r^&t5y V 

^-TK^^y ^A(8.87 g )^*D^. tk^t. mmmwt-r 

;Px-f/K*ffi#UT, 2-t-^ h*^^*^7$ y 
-4-^of7^-5-*/^y»S:8fc, #^>ttfc>fb 
so ^^ODMF^(-y ^ y — /K WSC£RJfi&tf4-i^ 

t^iCLT, t-^/U [4-^PP-5-(l-t KP^y-1 

7^-4^pp-5-(1-^ ^/U^^/U) f7/-/KU 
40 ^jS-76) Sr»fc B 

[00 5 4] 7 Wfr&*»S-77) 

^/^^(DDMF^^iCHOBt. WSC^RJ^, ^y/Pt' 

R«^^D^, M-C4«flRI«H*Lfc. *ttt*WE«* 

gETSSSt, N.O-v^y^/U 5-[4^nn-2-(t- 
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r;A4-^PPfT/-;K t-Zf^/U [4-^op-5-(1 
-t Kn^ri/-l-^^/^n tVU)^T A--2->f 
/W<-^— K &tf2-T^/-4-^ pu-5-(1-;^/U:/u 
t:VU) ^Ty-^(^^S-77) [2-T ;7-4-^P -5- (1 

mtc 0 &*sw 7 1 mm\z ux, mts^ 4 9 i^-r^^ 

S-93£S^b/c 0 

MftSLTv ffiMC03-7< h^rv^^if >-;*>rP*^/l^ n V 
K(fc^S-94)£^/c 0 #%^8 tlRl^i-UT. mtB^ 
5 OJC^-r^^S-lOO-S-102. S-110Rt/S-lll^it 

[00 5 5] 9 b£^S-95) 

z^±m-r h y ^ajs^^^d^. 3b#f^8ox:^t 

ftHWJM*Lfc. KIETSSBIU 3EI-h/^^SriD^ tt 

■J- h y ^^7K^«S:t/^?p^:feKTiili^ac^U. ^tK^ 
H-M-y 9A-e*fc«««BEailBU »5^pp-2- 

^hp^yfy^^py k Mfr&*»s-95) 0 

1 0 Mk^«-96) 

t)c^T. ^pp«iii4-/p^r^y-/^STU ft 

fy^^ny K Mfr&«}S-96) 4r»fc 0 
10tBW:U, «IB«5 0^-r{b-&»S-109, S-l 

12. S-113atfS-115«rjR5gLfeo 
[00 5 6] 1 1 (it^S-97) 

3^n^7^y-/K tK, 1 M Jg^TK^^Rt/t Kp 

^ o ^ — sMcffiKfr— fticftl*.,. 30£ffl2ra8&»SS Ufc. 
4^on*;^-ca»u fiS^-^n^ y~ hoy 
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tf»fi&&«:Jn];t. 75t:-eii«BB8H*«fc*aL*-e»*L 

t«*W^^*5/>A^ftltlft, WET»»Lfc. » 
<b*tfc»«£l-l M fcmt-f h y * A*»»RtJW»S:*D 

■KriDApHSrlfcU ffBJUfel#t»» UT. 

i^^*^S:»fc« 6-yp^tfy^i M 7K^{b^ 
10 **«TUfc. *«^lWIBJW«WfflUfcSi#«rlMt- 

xf;U7^y^Dt, ftta"C6. BISKRA* Ufc. MEET 

20 *»«r»fc 0 »e>KfcflS-S4*k BBfflttfa*H<0»*» 
(II) , SfflHifctf**r-5 , C-Cfll»TI-S02 Sri . SBffiB'*:/ y 
HfrSratBtUfc. ar^=T*(C7lc?ftTv ^ti§^iSr*D 

i- hy »>A*a«s:*o^, ^xf;i,x-f/K»i, 

**«ra*»»- tpH ltU ^ p a ^/^X'tbtti U/c Q 
U 6-yp^-l,2Xy^ y^T/— /U-3(2H)-^->-- 

->7y^yfv^^py KMb-&»s-97)Sr» 

S-103— S-106, S>108B:t/S-114S:^jtb/c o 
40 1 2 «frfi«S-98) 

5-^c^e-2-^ h^v/^yf^;^-^py Vb$i 

y KWb*ftS-98)Sr»fc. ##0iJl 2 ^I^miCUT. % 
IB^5 OI^-r^4»S-107atfS-116S:K5SUfcp 
so [00 5 7] 1 3 (ft*»S-28) 
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y7^~;\,i£*y><ls)s*7V$J±*m^7L. 80X;X2 

r^ufc 0 i«»ti*sttthy!?AT(a(i»s set 

^u/h/^>) tfSSt, M-(5-t-:/^/u-3.4-S**^ 

VifV^/l^^T^ K({b^S-28)£#7t e FAB-MS: 38 
0 [(M+H)*] 

^^v^A^m^Qx- 80 < CX*48B# 
Uthy^ASM, ttEET*R8Lrt: 0 isyZf/uft? 

->-5-7*=^y*y^*yr 5: K(4b^$>s-i7) £ 

FAB-MS: 431 [(M+H)*] 

14^ LX. ^IE^ 5 1 \Z.7F'tfc<&m-\B 

<-S-22£§gitLfc 0 

[00 58] 1 5 «b&4*S-23) 

<fb-a^l79<aDMF*g?£t;i h y ^fvW ^ 4-^ n p 
l^^tFb*X( h y 7x^^7^y)^7'^!>A^ 

ny k^ih^d^ not:-ei2«FRi*»ufc 0 raSf££ 

«JETiRStU v/y*y/^7A^O-7h^77^- 
tV<t^i^tt, H-(5-t-^/U-3.4-^>^-/W3B- 

y /^-o-ifvx/p^vr ^ KMb^s-23)£#fc 0 fab 

-MS: 457 [(M+H) + ] 

1 5 £ l*]^ LX. «IB* 5 1 [Z7jkiTfc&m-24 

As-*- h y *A*««reifei*u «7K«Ege^^->^Ax 

tt, N- (4-^c3^7< f/W5-t-^f^-3-^ ^vU-3H 

^ K(fb^S-2)£r*f|fc 0 FAB-MS: 448, 450 [(M+H)* ] 
[00 5 9] 1 7 (ft^ftS-4) 

ft^»s-3ort h - h y ^s»i^*»T. 3 £fb h y 

^judxls *x-a&»u «*«t»^^->»>A-eft«a. 
«eet»»u N-(3,4-^^f/w5-(i^f/w2-t^y 
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^^/H^r^-yW2(3H)--^ y 7^1-3-- hcO**^ 
^/W/^^T^ K(^^S-4)^#fc 0 
1 8 «fr&«*S-8) 

JnU»««ET4l*IBfll#bfc. tt»»7th^t«ET« 

_ 2 -></u)-3-^ ho-N-(4-t^yyf/v)'<yfy^^ 

10 K tf fc-&«bS-8) Sr^fco ###J 1 8 RJ«fc L 

X> miB^S 1 ^i"^^)S-6~S-7 x RtfSl 7t-^ 

[00 6 0] 1 9 «b£^S-47) 

it&mMiDi?? nut? isfgm^ Tk&r. 3 cMtse 

x:. i m «ik*8»* h y *a***x. 

20 ^/u-3,4-v ? ^^/^ry f —/i--2(3H)--r yry]-5-^ o 

o -2- [ i^T J ( h y ^ ^A-v' o v-) 7< -<Vif >X 

K«k#«S-47)*»^ 0 
##^112 0 (ft^S-56) 

ft-&«j244Xt^4 M fi^ffcTKlg-glF^^^^Sil^^^. 

tK^t. s^a-y v»«:iflj*., *ia-e3«ppfl« 

S/!l*W7^P^h^77>f- (^onW) 
T-fSSfur, 2-{[5-t-^f;W3,4-^^f/Vfr/- /w- 
30 2(3H)--f yfyl^^77^/^}-4-^ DD7x;^ri/ 
^^-TirhT^ Kat-fr«S-56)S:»fc 0 FAB-MS: 448 
[(M+H) + l 

2 0^: mffit- IX miS^ 5 1 l^-r*b#*feS-57 

[00 6 1] 2 1 «b^^S-64) 

^b*«S-39^48%*{fc*lR»?k»iftS:*D^. -5t:X\ % 

^^rrSTU, 305>IB«fliUfco ^SS^^I-^bffl(I) 
SriDx.20^PflSia-C«#«. *«D^oD^Afi 

40 tHufc 0 *«s*«aftK»*iR-t- hy ^atks?r> im 

^y/^7A^-7h^77^f- (^hp^A) XfS 
ML. #e>ixfc@fr^T-fe h y/UX*a^UX. N-(5 
. t .^f/l/.4^f/i,f7/- /U-2--T/l-)-3-^P^--5-^ 
h^rv—C^V^/U^^T ^ KMb^S-64) 

1 H-NMR (DMSO-ds) 6: 12.48 (1H. bs) . 8.04 (1H. d) . 
7.77 (1H, d), 3.87 (3H. s) . 2.18 (3H. s) , 1.31 (9 
so H, s) ; FAB-MS: 453, 455 [(M+H)*] 
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«E8** mzfrrt Kttm^Zo no:^w*^ st 

r : Syn : «*Bft-&«^»3S^«ffl UfcWJpHb 

SUSS***: LT<£ffl) , Pr : bVK Hoc : tBu-O-C 

Bn : ^y^/K Hex : ^^rvvK cHex : 
v^K Dat : WHM&Wt*— * (F : FAB-MS [ (M+H) + ] ; F 
N : FAB-MS [(M-H)"] ; EI : EI-MS(M + ) ; AP : APCI-MS [ (M 
+H) + ] ; £ffl : *»»0***^R«l2ittffl) Sr-ttt*? 



-Phtt4-^ C3 P7x=;^ 2,5-(0Me)2-Phfi2,5-v ? y h 
Srv^^/U^ 2-0Me-5-Br-Ph(i2-^ 

[0 0 6 2] 
[3E3] 



No 


R 2 


R 3 


R 4 


A 


Dat 


3 


Et 


Me 


tBu 


3-NO^Ph 


F:384 


4 


Me 


Me 


^e 




C At A 


5 


Me 


Me 


Ac 


3-NO r Ph 


F:356 


6 | 


Me 


Me 


EtOCO 


3-NOz-Ph 


F: 385 


8 


Me 


Me 


Me 


3-NOrPh 


F:328 


15 


Me 


Me 


H 


3-NOz-Ph 


E: 313 


22 


Me 


Me 


4-OMe-Ph 


3-NOz-Ph 


F:420 


23 


Me 


Me 


4-F-Ph 


3-NCVPh 


F: 408 


25 


Me 


Me 


iPr 


3-NO r Ph 


F: 356 


26 


Me 


Me 


Et 


3-NOz-Ph 


F: 342 


28 


Me 


Me 


cHex 


3-NOz-Ph 


F: 396 


29 


Me 


Ph 


tBu 


3-NOrPh 


F: 432 


31 


Me 


Me 


Bn 


3-NOz-Ph 


F: 404 


32 


Me 


Me 


(Me)2CH-CH 2 


3-NOa-Ph 


F: 370 


33 


Me 


Me 


Ph(Me)CH 


3-NOz-Ph 


F:418 


48 


Me 


Me 


CI 


3-NOrPh 


F: 348 


51 


Me 


MeO 


iPr 


3-NOz-Ph 


F:372 


52 


Me 


Me 


Et(Me)CH 


3-NOrPh 


F: 370 


69 


Me 


(Me) 2 CH-CH 2 


Me 


S-NO^Ph 


F: 370 


70 


Me 


(Me) 2 CH-CH 2 


iPr 


S-NOrPh 


F: 398 


71 


Me 


Et 


tBu 


3-NOrPh 


F:384 


89 


Me 


H 


iPr 


3-NOj-Ph 


F: 342 


94 


Me 


PhS 


(Me) 2 CH-CH 2 


3-NCVPh 


F:464 ! 


95 


Me 


PhS 


Me 


3-NOrPh 


F:422 


96 


Me 


CI 


(Me) 2 CH-CH 2 


3-NOj-Ph 


F: 390 



[0 0 6 3] 
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102 


Me 


Me 


tBu 


3-Br-Ph 


F: 403, 405 
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[0103] 1^4 4] 



575 


3,4-Cfe-Ph 


H 


3-NO^Ph 


AP: 431 


576 


4-CI-3-Me-Ph 


H 


3-NCVPh 


AP: 410 


577 


4-Cl-3-Me-Ph 


H 


3-CI-Ph 


AP:400 


578 


4-CI-3-Me-Ph 


H 


3-CN-Ph 


AP: 390 


579 


4-CI-3-Me-Ph 


H 


-6 


AP: 371 


580 


3-Br-Ph 


H 


3-N02-Ph 


AP:441 


581 


3-Br-Ph 


H 


3-CI-Ph 


AP: 430 


582 


3-Br-Ph 


H 


3-CN-Ph 


AP: 421 


583 


3-Br-Ph 


H 


-6 


AP:402 


584 


4-Br-Ph 


Me 


3-N02-Ph 


AP: 455 


585 


4-Br-Ph 


Me 


3-CI-Ph 


AP:444 


586 


4-Br-Ph 


Me 


3-CN-Ph 


AP: 435 


587 


4-Br-Ph 


Me 




AP:4I6 



50 



91 



^2 003-292485 

92 



[0104] [14 5] 



No 


R 2 


R 3 


R 4 


R 8 


Dat 


673 


Me 


Me 


tBu 


N(Me)S02Bn 


AP: 522 


674 


Me 


Me 


tBu 


-Jo 


AP: 474 


675 


Me 


Me 


tBu 


o 


AP:514 


676 


Me 


Me 


tBu 


N(Me) 2 


AP: 368 


677 


Me 


4-Br-Ph 


Me 


NO z 


AP: 469 


678 


Me 


Me 


H 


N0 2 


AP:314 



»4 6] 

(EH!-© 



No 




A 


Dat 


550 




3-N02-PH 


AP: 333(-) 


55! 




S-NOz-Ph 


AP: 350 


552 




3-N02-Ph 


AP: 366 


553 




3-N02-Ph 


AP: 368(-) 


588 




3-NOz-Ph 


AP: 301 


589 


uJt$- 


3-CI-Ph 


AP: 290 


590 




3-CI-Ph 


AP: 276 


591 




3-N02-Ph 


AP: 355 


592 




3-CI-Ph 


AP: 344 


593 




3-N02-Ph 


AP: 343 


594 




3-CI-Ph 


AP: 332 


595 




3-N02-Ph 


AP:363 


596 




3-CI-Ph 


AP: 352 



[0106] [14 7] 



50 



(48) 



No 


R 2 


A 


Dat 


646 


CH 2 OMe 


3-N02-Ph 


AP: 400 


647 




3-N02-Ph 


AP: 412 


648 


CH 2 C02Et 


3-N02-Ph 


AP: 442 


649 


Bn 


3-N02-Ph 


AP: 446 


650 


CH 2 (4-CN-Ph) 


3-NO^Ph 


AP: 471 


651 


CH 2 (4-F-Ph) 


3-NO^Ph 


AP: 464 


652 


CH 2 (3-CI-Ph) 


3-NO^Ph 


AP: 481 


660 


Me 


3-CN-Ph 


AP:350 


661 


Me 


3-F-Ph 


AP:343 




Me 


3-CI-Ph 


AP: 359 


663 


Me 


3-CFs-Ph 


AP: 393 


664 


Me 


2,5-Cb-Ph 


AP: 394 


665 


Me 


2-CI-4-CF 3 -Ph 


AP: 427 


666 


Me 


-6 


AP: 331 


667 


Me 


3-Br-Ph 


AP: 404 


668 


Me 


3-Me-Ph 


AP: 339 


669 


Me 


2,5-Brz-Ph 


AP: 483 


670 


Me 


5-F-2-Me-Ph 


AP: 357 


671 


Me 


Br 


AP:444 


672 


Me 


3KN(Me)S0 2 iPr)-Ph 


AP: 460 



im4 8] 



40 



(49) ^120 03-29 24 8 5 

95 96 



0-4© 

V — x Me O 



No 


B* ! 


A 


Dat 


653 


tBu^S 


3-N02-Ph 


AP: 370 


654 




3-N02-Ph 


AP: 386 


655 


Ph ii 

EtOjC^S 


3-N02-Ph 


AP: 448 


656 




3-N02-Ph 


AP: 350 


657 




3-N02-Ph 


AP: 364 


658 




3-N02-Ph 


AP: 380 


659 




I 3-NOi-Ph 


AP:384 


679 




3-NCfe-Ph 


AP: 357 


680 




3-N02-Ph 


AP:315 



[0 10 8] [^4 9] 



30 



40 



50 



(50) 



2003-292485 



97 



No 


StT 


Dat 


No 


Str 


Dat 


S-71 


Me m 
Me Me 


F: 199 


S-78 


"°YVnh 


F: 211 


S-79 


MeO^ 


F:221 


S-80 


F xr s 


F: 209 


S-81 


Ph ki 

YVnh, 


F: 233 


S-82 


Me 


F:219 


S-83 


Me Me 


F:211 


S-84 


Me 


F: 183 


S-85 


Me 


F:165 


S-86 


tBu s 


F: 185 


S-87 




F: 235, 
237 


S-88 


Me ki 

YVnH, 

Me-XT S 
Me Me 




S-89 


Me Me 


F: 199 


S-90 


Me Me 


F: 227 


S-91 


Me Me 


F:227 


S-92 


Me Me 


F:213 


S-93 


Me 


F: 205 





[0 10 9] 



[t50l 



ci-g-0 



[0 110] 



No 


A 


No 


A 


S-100 


2-OMe-Ph 


S-101 


2-OMe-5-F-Ph 


S-102 


4-OMe-5-F-Ph 


S-103 


2-CN-5-F-Ph 


S-104 


2-CN-3-Br-Ph 


S-105 


2-CN-6-Br-Ph 


S-106 


2-C0 2 Me-5-CN-Ph 


S-107 


2,6-F2-3-N02-Ph 


S-108 


2 T 3-Cl2-6-C02Me-Ph 


S-109 


2-CMOMe-Ph 


S-110 


2-OMe-4-F-5-(^Ph 


S-lll 


2-OMe-5-CF 3 -Ph 


S-112 


2-OMe-4-CI-Ph 


S-113 


2-OMe-3.6-diF2-5-Br-Ph 


S-114 


2-OMe-3-F-5-Br-Ph 










S-115 




S-116 


2-OMe-3-N02-5-Cl-Ph 


CI 1 






[ 


S51] 



50 



99 



(51) 



ftffl 2003-292485 

100 



No 


R 2 


A 


Dat 


Syn 


S-6 


(CH 2 )3CHO 


3-N02-Ph 




115 


S-7 


(CH 2 ) 2 CHO 


3-N02-Ph 




117 


S-18 


Me 


2-OMe-5-(4-Me-Ph)-Ph 


F: 445 


179 


S-19 


Me 


2-OMe-5-<4-CI-Ph)-Ph 


F:465 


179 


S-20 


Me 


2-OMe-5-(4-MeO-Ph)-Ph 


F: 461 


179 


S-21 


Me 


2-OMe-5-(2,4-Cl 2 -Ph)-Ph 


F: 499 


179 


S-22 


Me 


MeO 

% 


F: 437 


179 


S-24 


Me 


2-OMe-5-(CH=CHC0 2 Me)-Ph 


F: 439 


179 


S-25 


Me 


2-OMe-5-(CH=CHCN)-Ph 


F: 406 


179 


S-57 


Me 


2-C(S)NH 2 -5-CI-Ph 


F:418 


295 



[oin] *ftWk&&<oftm&&T<Dmm3m\z£ 
a) mm<nmm 

Saitoh k^<Djjfe (Microbiol. Immunol., 1990, 34, 5 

09-52D \zi£\,^mm<Dmm%:fto£io Mv-\&u^mm 

(RT) <D103#gLysT 5; / $^££Asnt£@& LfcK103 

M^mmxtilV-mnm^?*-^ P PG280<D103# 
gLyslC^jS-r-5SS^ K^AAA^rAATIC ( P PG280-K103 
N) , 18lS@OTyri^^-r5^£^ K^TAT^rTGT (pPG 

28o-Yi8ic) {z.m^-r^^tx'Vfmvtio k^mrt (ya- 
rn &£rj2Wm<n&g<mKT (K103N-RT&tfY181C-RT) 
a. W&^t * — pPG280, pPG280-K103NRl/pPG280-Yl 

B) Tv±4 

Baba M.^C0^& (Proc. Natl. Acad. Sci. USA, 1991, 



88, 2356-2360) {zmCXMM^tio jyfcfftt^iv 50 m 
y-( K (pH 8.4) , 2 mM is^lr* U-Y h— /K 100 mM 

mtzv io mM mt^r 0.1% h y h 

VX-100, 1/xCi [1" ,2'- 3 H]dGTP. 7^^h'/7 
-Y-t— ^UTO.OIU (0D 260nm) poly(rC) -oligo(dG) 
12-18 % S*g&!&K. igfe^BtiSi (Wr-RTfiO.OlU. K103N-R 
T&OT181C-RTI10.021J) Sr&tf. 50 /x 1(^^37^ x 1B£ 

30 -cay^U/to 3 H7^/Wb^cdGTP<D^!9^^50%{5§.S-r 

[0 112] 
[f52] 





WT-RT 


Y181C-RT 


K103N-RT 


ik-S^b 1 


0.27 


0.066 


13 


{b^^J 132 


0.041 


0.015 


1.0 


it^m 246 


0.012 


0.0049 


0.94 


ffc*« 312 


0.0043 m 


0.013 


0.043 



(51)Int.Cl. 7 

A61K 31/437 
31/4439 
31/454 



F I 

A6 1K 31/437 
31/4439 
31/454 



(52) 



#ffl2 003-292485 



31/496 




31/496 


31/519 




31/519 


31/5377 




31/5377 


31/18 




A 6 1 P 31/18 


277/54 




C 0 7 D 277/54 


277/60 




277/60 


277/82 




277/82 


285/135 




417/06 


417/06 




417/12 


417/12 




417/14 


417/14 




471/04 


471/04 


10 8 


487/04 


487/04 


14 4 


285/12 



1 0 8 E 
14 4 

E 



(72)^# *w mi 
(72) mm 
(72)3pj# fttt 

(72)»W# * 

x«*o<tfnsip*jPfi: 21 uj^sm 

*]RW««KMft3-17- 1 LU£rt9EX 

(72) #W* #± #ig 

HCSC»««Ea«3-17- 1 UJ^Sm 



(72)»W# AH ©5& 

;*JR^ffiE£«3-17- 1 

(72)»Wt JE3E 

»c»ff^*i!T«*Kfij*ii*prri4- 
^yr/u/^^y^-t^ K4ii# 
(72)^bj# &m msi 

k ^ y ^w*a>m 5 #eg204-^ 

F & — J* (#%) 4C036 AD08 AD16 AD17 AD21 AD24 
AD27 AD30 

4C050 AA01 BB05 CC08 EE03 FF02 
GG01 HH04 

4C063 AA01 AA03 BB03 BB06 BB07 
CC62 CC71 CC73 CC81 CC92 
DD07 DD10 DD12 DD25 DD26 
DD34 DD47 DD54 DD62 

4C065 AA03 BB06 CC01 DD02 EE02 
HH01 JJ01 KK04 LL01 FP17 

4C086 AA01 AA02 AA03 BC82 BC84 
BC85 CB05 GA02 GA04 GA07 
GA08 GA09 GA10 MA01 MA04 
NA14 ZC55 



